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Albumin fusion proteins and/or polynucleotides ordinarily will be stored in unit or 
multi-dose containers, for example, sealed ampoules or vials, as an aqueous solution or as a 
lyopMlized formulation for reconstitution. As an example of a lyophilized formulation, lO-ml 
vials are filled with 5 ml of sterile-filtered 1% (w/v) aqueous albumin fusion protein and/or 
5 polynucleotide solution, and the resulting mixture is lyophilized- The infusion solution is 
prepared by reconstituting the lyophilized albumin fusion protein and/or polynucleotide using 
bacteriostatic Water-for-Injection. 

In a specific and preferred embodiment, the Albumin fusion protein formulations 
comprises 0.01 M sodium phosphate, 0.15 mM sodium chloride, 0.16 micromole sodium 

10 octanoate/milligram of fusion protein, 15 micrograms/milliliter polysorbate 80, pH 7.2. In 
another specific and preferred embodiment, the Albumin fusion protein formulations consists 
0.01 M sodium phosphate, 0.15 mM sodium chloride, 0.16 micromole sodium 
octanoate/milligram of fusion protein, 15 micrograms/millUiter polysorbate 80, pH 7.2. The 
pH and buffer are chosen to match physiological conditions and the salt is added as a 

15 tonicifier. Sodium octanoate has been chosen due to its reported ability to increase the thermal 
stability of the protein in solution. Finally, polysorbate has been added as a generic 
surfactant, which lowers the siuface tension of the solution and lowers non-specific 
adsorption of the albumin fiision protein to the container closure system. 

The invention also provides a pharmaceutical pack or kit comprising one or more 

20 containers filled with one or more of the ingredients of the albumin fusion proteins and/or 
polynucleotides of the invention. Associated with such container(s) can be a notice in tiie form 
prescribed by a governmental agency regulating the manufacture, use or sale of 
pharmaceuticals or biological products, which notice reflects approval by the agency of 
manufacture, use or sale for human administration. In addition, the albumin fusion proteins 

25 and/or polynucleotides may be employed in conjunction with other therapeutic compounds. 

The albumin fusion proteins andyor polynucleotides of the invention may be 
administered alone or in combination with adjuvants. Adjuvants that nmy be administered 
with the albumin fusion proteins and/or polynucleotides of the invention include, but are not 
limited to, alum, alum plus deoxycholate (ImmunoAg), MTP-PE (Biocine Corp.), QS21 

30 (Genentech, Inc.), BCG (e.g., THERACYS®), MPL and nonviable prepamtions of 
Corynebacterium parvum. In a specific embodiment, albumin fusion proteins and/or 
polynucleotides of the invention are administered in combination with alum. In another 
specific embodiment, albumin fusion proteins and/or polynucleotides of the invention are 
administered in combination with QS-21. Further adjuvants that may be administered with 

35 the albumin fusion proteins and/or polynucleotides of the invention include, but are not 
limited to, Monophosphoryl lipid inununomodulator, AdjuVax 100a, QS-21, QS-18, 
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CRL1005, Aluminum salts, MF-59, and Virosomal adjuvant technology. Vaccines that may 
be administered with the albmnin fusion proteins and/or polynucleotides of the invention 
include, but are not limited to, vaccines directed toward protection against MMR (measles, 
mumps, rubella), polio, varicella, tetanus/diptheria, hepatitis A, hepatitis B, Haemophilus 
5 influenzae B, whooping cough, pneumonia, influenza, Lyme's Disease, rotavirus, cholera, 
yellow fever, Japanese encephalitis, poliomyelitis, rabies, typhoid fever, and pertussis. 
Combinations may be administered either concomitantly, e.g., as an admixture, separately but 
simultaneously or concurrently; or sequentially. This includes presentations in which the 
combined agents are administered together as a therapeutic mixture, and also procedures in 
10 which the combined agents are administered separately but simultaneously, e.g., as through 
separate intravenous lines into the same individual. Administration "in combination" further 
includes the separate administration of one of the compounds or agents given first, followed 
by the second. 

The albumin fusion proteins and/or polynucleotides of the invention may be 
' 15 administered alone or in combination with other therapeutic agents. Albumin fusion protein 
and/or polynucleotide agents ttiat may be administered in combination with the albumin fusion 
proteins and/or polynucleotides of the invention, include but not limited to, chemotiierapeutic 
' agents, antibiotics, steroidal and non-steroidal anti-inflammatories, conventional 
immunotherapeutic agents, and/or therapeutic treatments described below. Combinations may 
. 20 be administered either concomitantiy, e.g., as an admixture, separately but simultaneously or 
concurrenfly; or sequentially. This includes presentations in which the combined agents are 
administered together as a ttierapeutic mixture, and also procedures in which the combined 
agents are administered separately but simultaneously, e.g., as through separate intravenous 
lines into the same individual. Administration "in combination** further includes the separate 
25 administration of one of the compounds or agents given first, followed by the second. 

In one embodiment, the albumin fusion proteins and/or polynucleotides of the 
invention are administered in combination with an anticoagulant Anticoagulants that may be 
administered with the compositions of the invention include, but are not limited to, heparin, 
low molecular weight heparin, warfarin sodium (e.g., COUMADIN®), dicumarol, 4- 
30 hydroxycoumarin, anisindione (e.g., MIRADON™), acenocoumarol (e.g., nicoumalone, 
SINTEIROME™), indan-l,3-dione, phenprocoumon (e.g., MARCUMAR™), ethyl 
biscoumacetate (e.g., TROMEXAN™), and aspirin. In a specific embodiment, compositions 
of the invention are administered in combination with heparin and/or warfarin. In another 
specific embodiment, compositions of the invention are administered in combination with 
35 warfarin. In another specific embodiment, compositions of the invention are administered in 
combination with warfarin and aspirin. In anotiier specific embodiment, compositions of the 
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invention are administered in combination with heparin. In another specific embodiment, 
compositions of the invention are administered in combination with heparin and aspirin. 

In another embodiment, the albumin fusion proteins and/or polynucleotides of the 
invention are administered in combination with thrombolytic dmgs. Thrombolytic drugs that 
5 may be administered with the compositions of the invention include, but are not Umited to, 
plasminogen, lys-plasminogen, alpha2-antiplasmin, streptokinae (e.g., KABIKINASE™), 
antiresplace (e.g., ©^UNASE™), tissue plasmincgen activator (t-PA, altevase, 
ACmVASE™), urokinase (e.g., ABBOKINASE™), sauraplase, (Prourokinase, single chain 
urokinase), and aminocaproic acid (e.g., AMICAR™). In a spediic embodiment, 
10 compositions of the invention are administered in combination with tissue plasminogen 
activator and aspirin. 

In another embodiment, the albumin fusion proteins and/or polynucleotides of the 
invention are administered in combination with antiplatelet drags. Antiplatelet dmgs that may 
be administered with the compositions of the invention include, but are not limited to, aspirin, 

15 dipyridamole (e.g., PERSANTINE™), and ticlopidine (e.g., TICLID™). 

In specific embodiments, the use of anti-coagulants, thrombolytic and/or antiplatelet 
drugs in combination with albunndn fusion proteins and/or polynucleotides of the invention is 
contemplated for the prevention, diagnosis, and/or treatment of thrombosis, arterial 
thrombosis, venous thrombosis, thromboembolism, pulmonary embolism, atherosclerosis, 

.20 myocardial infarction, transient ischemic attack, unstable angina. In specific embodiments, 
the use of anticoagulants, thrombolytic drugs and/or antiplatelet drugs in combination with 
albumin fusion proteins and/or polynucleotides of the invention is contemplated for the 
prevention of occulsion of saphenous grafts, for reducing the risk of periprocedural 
thrombosis as might accompany angioplasty procedures, for reducing the risk of stroke in 

25 patients with atrial fibrillation including nonrheumatic atrial fibrillation, for reducing the risk 
of embolism associated with mechanical heart valves and or mitral valves disease. Other uses 
for the therapeutics of the invention, alone or in combination with antiplatelet, anticoagulant, 
and/or thrombolj^c drugs, include, but are not limited to, tiie prevention of occlusions in 
extracorporeal devices (e.g., intravascular canulas, vascular access shunts in hemodialysis 

30 patients, hemodialysis machines, and cardiopulmonary bypass machines). 

In certain embodiments, albumin fusion proteins and/or polynucleotides of the 
invention are administered in combination with antiretroviral agents, nucleoside/nucleotide 
reverse transcriptase inhibitors (NRTIs), non-nucleoside reverse transcriptase inhibitors 
(NNRTIs), and/or protease inhibitors (Pis). NRTIs that may be administered in combination 

35 with the albumin fusion proteins and/or polynucleotides of the invention, include, but are not 

limited to, RETROVIR^" (zidovudine/AZT), VIDEX^" (didanosine/ddl), fflVID^" 
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(zalcitabme/ddC),ZERrr™ (stavudine/d4T), EPIVIR™ aamivudine/3TC), and CXDMBIVIR™ 

(zidovudine/lamivudine). NNRTIs that may be administered in combination with the albumin 
fusion proteins and/or polynucleotides of the invention, include, but are not limited to, 

VDRAMUNE™ (nevirapine), RESCRIPTOR™ (delavirdine), and SUSTIVA™ (efavirenz), 

5 Protease inhibitors that may be administered in combination with the albumin fusion proteins 

and/or polynucleotides of the invention, include, but are not limited to, CRIXTVAN™ 

(indinavir), NORVIR™ (ritonavir), INVIRASE'" (saquinavir), and VIRACEPT™ 

(nelfinavir). In a specific embodiment, antiretroviral agents, nucleoside reverse transcriptase 
inhibitors, non-nucleoside reverse transcriptase inhibitors, and/or protease inhibitors may be 
10 used in any combination with albumin fusion proteins and/or polynucleotides of the invention 
to treat AIDS and/or to prevent or treat HTV infection. 

Additional NRTIs include LODENOSINE™ (F-ddA; an acid-stable adenosine NRTI; 

TriangleyAbbott; COVBRACIL^" (emtricitabine/FTC; stracturaily related to lamivudine (3TC) 

but with 3- to 10-fold greater activity in vitro; Triangle/Abbott); dOTC (BCH-10652, also 
15 structurally related to lamivudine but retains activity against a substantial proportion of 
iamivudine-resistant isolates; Biochem Pharma); Adefovur (refused approval for anti-HTV 

therapy by FDA; Gilead Sci^ces); PREVEON® (Adefovir Dipivoxil, the active prodmg of 

adefovir; its active form is PMEA-pp); TENOFOVIR'^ (bis-POC PMPA, a PMPA prodrug; 
Gilead); DAPD/DXG (active metabolite of DAPD; Triangle/Abbott); D-D4FC (related to 3TC, 
20 with activity against AZr/3TC-resistant virus); GW420867X (Glaxo Wellcome); ZIAGEN''' 
(abacavir/159U89; Glaxo Wellcome Inc.); CS-87 (3'azido-2\3'-dideoxyuridine; WO 
99/66936); and S-acyl-2-thioethyl (SATE)-bearing prodrug forms of P-L-FD4C and P-L- 
FddC (see, International Publication No. WO 98/17281), 

Additional NNRTIs include COACTINON™ (Emivirine/MKC-442, potent NNRTI of 

25 the HEPT class; Triangle/Abbott); CAPRAVIRINE™ (AG-1549/S-1153, a next generation 

NNRTI with activity against viruses containing the K103N mutation; Agouron); PNU- 
142721 (has 20- to 50-fold greater activity than its predecessor delavirdine and is active 
against K103N mutants; Pharmacia & Upjohn); DPC-961 and DPC-963 (second-generation 
derivatives of efavirenz, designed to be active against viruses with the K103N mutation; 
30 DuPont); GW-420867X (has 25-fold greater activity than HBY097 and is active against 
K103N mutants; Glaxo Wellcome); CALANOLEDE A (naturally occurring agent from the 
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latex tree; active against virases containing either or both the Y181C and K103N mutations); 
and Propolis (see. International Publication No. WO 99/49830). 

Additional protease inhibitors include LOPINAVIR™ (ABT378/r; Abbott 

Laboratories); BMS-232632 (an azapeptide; Bristol-Myres Squibb); TIPRANAVIR^" (PNU- 

5 140690, a non-peptic dihydropyronc; Pharmacia & Upjohn); PD-178390 (a nonpeptidic 
dihydropyrone; Parke-Davis); BMS 232632 (an azapeptide; Bristol-Myers Squibb); Lr 
756,423 (an indinavir analog; Merck); DMP-450 (a cyclic urea compound; Avid & DuPont); 
AG-1776 (a peptidonumetic with in vitro activity against protease inhibitor-resistant viruse;?; 
Agouron); VX-175/GW-433908 (phosphate prodrug of amprenavir; Vertex & Glaxo 

10 WelccMne); CGP61755 (Qba); and AGENERASE™ (amprenavir; Glaxo Wellcome Inc.). 

Additional aniiretroviral agents include fusion inhibitors/gp41 binders. Rision 
inhibitors/gp41 binders include T-20 (a peptide from residues 643-678 of the HIV gp41 
transmembrane protein ectodomain which binds to gp41 in its resting state and prevents 
transformation to the fusogenic state; Trimeris) and T-1249 (a second-generation fusion 

15 inhibitor; Trimeris). 

Additional antiretroviral agents include fusion inhibitors/chemokine receptor 
antagonists. Fusion inhibitors/chemokine receptor antagonists include CXCR4 antagonists 
such as AMD 3100 (a bicyclam), SDF-1 and its analogs^ and ALX40-4C (a cationic peptide), 
T22 (an 18 amino acid peptide; Trimeris) and the T22 analogs Tl34 and T140; CCR5 

20 antagonists such as RANTES (9-68), AOP-RANTES, NNY-RANTES, and TAK--779; and 
CCR5^CXCR4 antagonists such as NSC 651016 (a distamycin analog). Also included are 
CXZR2B, CCR3, and CCR6 antagonists. Chemoldne recpetor agonists such as RANTES, 

SDF-1, MlP-la, MIP-ip, etc., may also inhibit fusion. 

Additional antiretroviral agents include integrase inhibitors. Integrase inhibitors 
25 include dicaffeoylquinic (DFQA) adds; L-chicoric acid (a dicaffeoyltartaric (DCTA) acid); 

quinalizarin (QLC) and related anfbraquinones; ZINTEVIR™ (AR 177, an oligonucleotide that 

probably acts at cell surface xalfaer than being a true integrase inhibitor; Arondex); and 
naphthols such as those disclosed in WO 98/50347. 

Additional antiretroviral agents include hydroxyurea-like compunds such as BCX-34 
30 (a purine nucleoside phosphoiylase. inhibitor; Biocryst); ribonucleotide reductase inhibitors 

such as DDDOX™ (Molecules for Health); inosine monophosphate dehydrogenase (IMPDH) 

inhibitors sucha as VX-497 (Vertex); and mycopholic acids such as CellCept (mycophenolate 
mofetil; Roche). 
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Additional antiretroviral agents include inhibitors of viral integrase, inhibitors of viral 
genome nuclear translocation such as arylene bis(methylketone) compounds; inhibitors of 
HIV entry such as AOP-RANTES, NNY-RANTES, RANTES-IgG fusion protein, soluble 
complexes of RANTES and glycosaminoglycans (GAG), and AMD-3100; nucleocapsid zinc 
5 finger inhibitors such as dithiane compounds; targets of HIV Tat and Rev; and 
phaimacoenhancers such as ABT-378. 

Other antiretroviral therapies and adjunct therapies include cytokines and lymphokines 

such as MlP-la, MIP-lp, SDF-la, PROLEUKIN™ (aldesleukin/L2-7001; Chiron), 

IL-4, IL-10, IL-12, and IL-13; interferons such as IFN-a2a; antagonists of TNFs, NFkB, 

10 GM-CSF, M-CSF, and IL-10; agents that modulate immune activation such as cyclosporin 

and prednisone; yaccines such as Remune'*" (HIV Immunogen), APL 400-003 (ApoUon), 

recombinant gpl20 and fragments, bivalent (B/E) recombinant envelope glycoprotein, 
rgpl20CM235, MN rgpl20, SF-2 rgpl20, gpl20/soluble CD4 complex, Delta JR-FL 
protein, branched synthetic peptide derived from discontinuous gpl20 C3/C4 domain, fusion- 

15 competent immunogens, and Gag, Pol, Nef, and Tat vaccines; gene-based therapies such as 
genetic suppressor elements (GSEs; WO 98/54366), and intrakines (genetically modified CC 
chemokines targetted to the ER to block surface expression of newly synthesized CCR5 
(Yang et ah, PNAS 94:11567-72 (1997); C3ien et al, Nat Med. 5:1110-16 (1997)); 
antibodies such as the anti-CXCR4 antibody 12G5, the anti-CCR5 antibodies 2D7, 5C7, 

20 PA8, PA9, PAIO, PAll, PA12, and PA14, the anti-CD4 antibodies Q4120 and RPA-T4, (he 
anti-CCR3 antibody 7B11, the anti-gp 120 antibodies 17b, 48d, 447-52D, 257-D, 268-D and 

50.1, anti-Tat antibodies, anti-TNF-a antibodies, and monoclonal antibody 33A; aiyl 

hydrocarbon (AH) receptor agonists and antagonists such as TCDD, 3, 3 ',4,4', 5- 

pentachlorobiphenyl, 3,3',4,4'-tetrachlorobiphenyl, and a-naphthoflavone (see. International 

25 Publication No. WO 98/30213); and antioxidants such as v-L-glutamyl-L-cysteine ethyl ester 

(Y-GCE; WO 99/56764). 

In a furttier embodiment, die albunun fusion proteins and/or polynucleotides of the 
invention are administered in combination witii an antiviral agent. Antiviral agents that may be 
administered with the albumin fusion proteins and/or polynucleotides of tiie invention include, 
30 but are not limited to, acyclovir, ribavirin, amantadine, and remantidine. 

In other embodiments, albumin fusion proteins and/or polynucleotides of the 
invention may be administered in combination with anti-opportunistic infection agents. Anti- 
opportunistic agents that may be administered in combination with the albumin fusion proteins 
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and/or polynucleotides of the invention, include, but are not limited to, TRIMETHOPRIM- 
SULFAlv^ETHOXAZOLE™, DAPSONE™, PENTAMIDINE™, ATOVAQUONE™, 

ISONIAZID™, RIFAMPIN™, PYRAZINAMIDE™, ETHAMBUTOL™, RIFABUTIN^, 

CLARlTHROMYaN^^ AZITHROMYCIN'", GANCICLOVIR"", FOSCARNET^, 

5 CIDOFOVIR™, FLUCONAZOLE™, ITRACONAZOLE™, KETOCONAZOLE"", 

ACYCLOVIR™, FAMQCOLVIR™, , PYRIMETHAMINE™, LEUCOVORIN™, 

NEUPOGEN™ (filgrastim/G-CSF), and LEUKINE™ (sargramostim/GM-CSF). In a 
specific enabodiment, albumin fusion proteins and/or polynucleotides of the invention are 
used in any combination with TRIMETHOPRIM-SULFAMETHOXAZOLE™, DAPSONE™, 

10 PENTAMIDINE™, and/or ATOVAQUONE™ to piophylactically treat or prevent an 

opportunistic Pneumocystis carinU pneumonia infection. In another specific embodiment, 
albumin fusion proteins and/or polynucleotides of the invention are used in any combination 

wifli ISONL\ZlD™, RIFAMPIN™, PYRAZINAMIDE™, and/or ETHAMBUTOL™ to 

prophylactically treat or prevent an opportunistic Mycobacterium avium complex infection. 
IS In another specific embodiment, albumin fusion proteins and/or polynucleotides of the 

invention are used in any combination with RIFABUTIN™, CLARITHROMYCIN™, and/or 

AZITHROMYCIN™ to prophylactically treat or prevent an opportunistic Mycobacterium 
tuberculosis infection. In another specific embodiment, albumin fusion proteins and/or 
polynucleotides of the invention are used in any combination with GANCICLOVIR™, 

20 FOSCARNET™, and/or CIDOFOVIR™ to prophylactically treat or prevent an opportunistic 
cytomegalovirus infection. In another specific embodiment, albumin fusion proteins and/or 
polynucleotides of the invention are used in any combination with FLUCONAZOLE™, 

ITRACONAZOLE™, and/or KBTOCONAZOLE™ to prophylactically treat or prevent an 
. opportunistic fungal infection. In another specific embodiment, albumin fusion proteins 
25 and/or polynucleotides of the invention are used in any combination with ACYCLOVIR™ 

and/or FAMQCOLVIR™ to prophylactically treat or prevent an opportunistic herpes simplex 

virus type I and/or type n infection. In another specific embodiment, albumin fusion proteins 
and/or polynucleotides of the invention are used in any combination with 
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PYRBVOETHAMINE'™' and/or LEUCOVORIN™ to prophylactically treat or prevent an 

opportunistic Toxoplasma gondii infection. In another specific embodiment, albumin fusion 
proteins and/or polynucleotides of the invention arc used in any combination with 

LEUCOVORIN™ and/or NEUPOGEN™ to prophylactically treat or prevent an opportunistic 

5 bacterial infection. 

In a further embodiment the albumin fusion proteins and/or polynucleotides of the 
invention are administered in combination with an antibiotic agent. Antibiotic agents that may 
be administered with the albumin fusion proteins and/or polynucleotides of the invention 
include, but are not linuted to, amoxicillin, beta-lactamases, aminoglycosides, beta-lactam 

10 (glycopeptide), beta-lactamases. Clindamycin, chloramphenicol, cephalosporins, 
ciprofloxacin, erythromycin, fluoroquinolones, macrolides, metronidazole, penicillins, 
quinolones, rapamycin, rifampin, streptomycin, sulfonamide, tetracyclines, trimethoprim, 
trimethoprim-sulfamethoxazole, and vancomycin. 

In other embodiments, the albumin fusion proteins and/or polynucleotides of the 

15 invention are administered in combination witti immunestimulants. bnmunostimulants that 
may be administered in combination with the albumin fusion proteins and/or polynucleotides 
of the invention include, but are not limited to, levamisoie (e.g,, ERGAMISOL™), 
isoprinosine (e.g. INOSIPLEX™), interferons (eg. interferon alpha), and interleukins (e.g., 
IL-2). 

20 In other embodiments, albumin fusion proteins and/or polynucleotides of the 

invention are administered in combination with, immunosuppressive agents. 
Immunosuppressive agents that may be administered in combination with the albumin fusion 
proteins and/pr polynucleotides of the invention include, but are not limited to, steroids, 
cyclosporine, cyclosporine analogs, cyclophosphamide methylprednisone, prednisone, 

25 azathioprine, FK-506, IS-deoxyspergualin, and other inununosuppressive agents that act by 
suppressing the function of responding T cells. Other immunosuppressive agents that may be 
administered in combination with tiie albumin fusion proteins and/or polynudeotides of the 
invention include, but are not limited to, prednisolone, methotrexate, thalidomdde, 
methoxsalen, rapamycin, leflunomide, mizoribine (BREDININ™), brequinar, 

30 deoxyspergualin, and azaspirane (SKF 105685), ORTHOCLONE OKI® 3 (muromonab- 

CD3), SANDIMMUNE™, NEOI5AL™, SANGDYA™ (cyclosporine), PROGRAF® 

(FK506, tacrolimus), CELLCEPT® (mycophenolate motefil, of which the active metabolite is 
mycophenolic acid), IMURAN^'*^ (azathioprine), glucocorticosteroids, adrenocortical steroids 
such as DELTASONE™ (prednisone) and HYDELTRASOL*^*^ (prednisolone), FOLEX*^^ 
35 and MEXATE™ (methotrxatc), OXSORALEN-ULTRA™ (metiioxsalen) and 
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RAPAMUNE™ (sirolimus). In a specific embodiment, immunosupptessants may be used to 

prevent rejection of organ or bone marrow transplantation. 

In an additional embodiment, albumin fusion proteins and/or polynucleotides of the 
invention are administered alone or in combination with one or more intravenous immune 
5 globulin preparations. Intravenous immune globulin preparations that may be administered 
with the albumin fusion proteins and/or polynucleotides of the invention include, but not 

limited to, GAMMAR"", IVEEGAM'", SANDOGLOBULIN™, GAMMAGARD S/D"", 

ATGAM™ (antitiiymocyte glubnlin), and GAMIMUNE™. In a specific embodiment, 

albumin fusion proteins and/or polynucleotides of the invention are administered in 

10 combination with intravenous immune globulin prepamtions in transplantation therapy (e.g., 
bone marrow transplant). 

In certain embodiments, the albumin fusion proteins and/or polynucleotides of the 
invention are administered alone or in combination with an anti-inflammatoiy agent. Anti- 
inflammatory agents that may be administered with the albumin fusion proteins and/or 

15 polynucleotides of the invention include, but are not limited to, corticosteroids (e.g. 
betamethasone, budesonide, cortisone, dexamethasone, hydrocortisone, metbylprednisolone, 
prednisolone, prednisone, and triamcinolone), nonsteroidal anti-inflammatory drugs (e.g., 
diclofenac, diflunisal, etodolac, fenoprofen, floctafenine, flurbiprofen, ibuprofen, 
indomethacin, ketoprofen, meclofenamate, mefenamic acid, meloxicam, nabumetone, 

20 naproxen, oxaprozin, phenylbutazone, piroxicam, sulindac, tenoxicam, tiaprofenic acid, and 
tolmetin.), as well as antihistamines, aminoarylcairboxyUc acid derivatives, arylacetic acid 
derivatives, aiylbutyric acid derivatives, aiylcarboxylic acids, aiylpropionic add derivatives, 
pyrazoles, pyrazolones, salicylic add derivatives, thiazinecarboxamides, e-acetamidocaproic 
acid, S-adenosylmethionine, 3-amino-^hydroxybutyric acid, amixetrine, bendazac, 

25 benzydamine, bucolome, difenpiramide, ditazol, emorfazone, guaiazulene, nabumetone, 
nimesulide, orgotein, oxaceprol, paranyline, perisoxal, pifoxime, proquazone, proxazole, 
and tenidap. 

In an additional embodiment, the compositions of llie invention are administered alone 
or in combination with an anti-angiogenic agent. Anti-angiogenic agents that may be 

30 administered with the compositions of the invention include, but are not limited to, 
Angiostatin (Entremed, Rockville, MD), Troponin-1 (Boston life Sciences, Boston, MA), 
anti-Invasive Factor, retinoic acid and derivatives thereof, paclitaxel (Taxol), Suramin, Tissue 
Inhibitor of Metalloproteinase-1, Tissue Inhibitor of Metalloproteinase-2, VEGl, Plasminogen 
Activator Inhibitor-l, Plasminogen Activator Inhibitor-2, and various forms of the lighter "d 

35 group" transition metals. 
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Ughter group" transition metals include, for example, vanadium, molybdenum, 
tungsten, titanium, niobium, and tantalum species. Such transition metal species ntiay form 
transition metal complexes. Suitable complexes of the above-mentioned transition metal 
species include oxo transition metal complexes. 

5 Representative examples of vanadium complexes include oxo vanadium complexes 

such as vanadate and vanadyl complexes. Suitable vanadate complexes include metavanadate 
and orthovanadate complexes such as, for example, anmionium metavanadate, sodium 
metavanadate, and sodium orthovanadate. Suitable vanadyl complexes include, for example, 
vanadyl acetylacetonate and vanadyl sulfate including vanadyl sulfate hydrates such as 

10 vanadyl sulfate mono- and trihydrates. 

Representative exanq>Ies of tungsten and molybdenum complexes also include oxo 
complexes. Suitable oxo tungsten complexes include tungstate and tungsten oxide 
complexes. Suitable tungstate complexes include ammonium tungstate, calcium tungstate, 
sodium tungstate dihydrate, and tungstic acid. Suitable tungsten oxides include tungsten (TV) 

15 oxide and tungsten (VI) oxide. Suitable oxo molybdenum complexes include molybdate, 
molybdenum oxide, and molybdenyl complexes. Suitable molybdate complexes include 
anomonium molybdate and its hydrates, sodium molybdate and its hydrates, and potassium 
molybdate and its hydrates. Suitable molybdenum oxides include molybdenum (VI) oxide, 
molybdenum (VI) oxide, and molybdic acid. Suitable molybdenyl complexes include, for 

20 example, molybdenyl acetylacetonate. Other suitable tungsten and molybdenum complexes 
include hydroxo derivatives derived from, for example, glycerol, tartaric acid, and sugars. 

A wide variety of other anti-angiogenic factors may also be utilized within the context 
of the present invention. Representative examples include, but are not limited to, platelet 
factor 4; protamine sulphate; sulphated chitin derivatives (prepared from queen crab shells), 

25 (Murata et al.. Cancer Res. 51:22-26, (1991)); Sulphated Polysaccharide Peptidoglycan 
Complex (SP- PG) (the function of this compound may be enhanced by the presence of 
steroids such as estrogen, and tamoxifen citrate); Staurosporine; modulators of matrix 
metabolism, including for example, proline analogs, cishydroxyproline, d,L-3,4- 
dehydroproline, ThiaproUne, alpha,alpha-dipyridyl, aminopropionitrile fumarate; 4-propyl-5- 

30 (4-pyridinyl)-2(3H)-oxazolone; Methotrexate; Mitoxantrone; Heparin; Interferons; 2 
Macroglobulin-serum; ChIMP-3 (Pavloffet al., J. Bio. Chem. 267:17321-17326, (1992)); 
Chymostatin (Tomkinson et al., Biochem J. 286:475-480, (1992)); Cyclodextrin 
Tetradecasulfate; Eponemycin; Camptothecin; Fumagillin (Ingber et al.. Nature 348:555-557, 
(1990)); Gold Sodium Thiomalate ("GST"; Matsubara and Ziff, J. Clin. Invest. 79:1440- 

35 1446, (1987)); anticollagenase-serum; alpha2-antiplasmin (Holmes et al., J. Biol, Chem. 
262(4): 1659-1664, (1987)); Bisantrene (National Cancer Institute); Lobenzarit disodium (N- 
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(2)-carboxyphe]iyl-4- chloroanthronilic acid disodium or "CCA"; (Takeuchi et aL, Agents 
Actions 36:312-316, (1992)); and metalloproteinase inhibitors such as BB94. 

Additional anti-angiogenic factors that may also be utilized within the context of the 
present invention include Thalidomide, (Celgene, Warren, NJ); Angiostatic steroid; AGM- 
5 1470 (H. Brem and J. Folkman JPediatr. Surg. 28:445-51 (1993)); an integrin alpha v beta 
3 antagonist (C. Storgard et al., / Clin. Invest. 103:47-54 (1999)); carboxynamiaolniidazole; 
Carboxyamidotriazole (CAI) (National Cancer Institute, Befhesda, MD); Conbretastatln A-4 
(CA4P) (OXiGENB, Boston, MA); Squalamine (Magainin Pharmaceuticals, Plymouth 
Meeting, PA); TNP-470, (Tap Pharmaceuticals, Deerfield, IL); ZD-0101 AstraZeneca 

10 (London, UK); APRA (CT2584); Benefin, Byrostatin-l (SC339555); CGP-41251 (PKC 
412);CM101; Dexrazoxane (ICRF187); DMXAA; Endostatin; Flavopridiol; Genestein; GTE; 
InmiTher; Iressa (ZD1839); Octreotide (Somatostatin); Panretin; Penacillamine; Photopoint; 
PI-88; Prinomastat (AG-3340) Purlytin; Suradista (FCE26644^); Tamoxifen (Nolvadex); 
Tazarotene; Tetrathiomolybdate; Xeloda (Capecitabine); and 5-Huorouracil. 

15 Anti-angiogenic agents that may be administed in combination with the compounds of 

the invention may work through a variety of mechanisms including, but not limited to, 
inhibiting proteolysis of the extracellular matrix, blocking the function of endothelial cell- 
extracellular matrix adhesion molecules, by antagonizing the function of angiogenesis 
inducers such as growth factors, and inhibiting integrin receptors expressed on proliferating 

20 endothelial cells. Examples of anti-angiogenic inhibitors that interfere with extracellular 
matrix proteolysis and which may be administered in combination with the compositons of the 
invention include, but are not Imited to, AG-3340 (Agouron, La JoUa, CA), BAY-12-9566 
(Bayer, West Haven, CT), BMS-275291 (Bristol Myers Squibb, Rinceton, NJ), CGS- 
27032A (Novartis, East Hanover, NJ), Marimastat (British Biotech, Oxford, UK), and 

25 Metastat (Aetema, St-Foy, Quebec). Examples of anti-angiogenic inhibitors fliat act by 
blocking the function of endotiielial cell-extracellular matrix adhesion molecules and which 
may be administered in combination with the compositons of the invention include, but are 
not hnited to, EMD-121974 (Merck KcgaA Darmstadt, Germany) and Vitaxin (Ixsys, La 
Jolla, CA/Medimmune, Gaithersburg, MD). Examples of anti-angiogenic agents that act by 

30 direcfly antagonizing or inhibiting angiogenesis inducers and which may be administered in 
combination with the compositons of the invention include, but are not Imited to, Angiozyme 
(Ribozyme, Boulder, CO), Anti-VEGF antibody (Genentech, S. San Francisco, CA), PTK- 
787/ZK-225846 (Novartis, Basel, Switzeriand), SU-101 (Sugen, S. San Francisco, CA), 
SU-5416 (Sugen/ Pharmacia Upjohn, Bridgewater, NJ), and SU-6668 (Sugen), Other anti- 

35 angiogenic agents act to indirectiy inhibit angiogenesis. !&{:amples of indirect inhibitors of 
• angiogenesis which may be admimstered in combination with the compositons of the 
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invention include, but are not limited to, IM-862 (Cytran, Kirkland, WA), Interferon-alpha, 
lL-12 (Roche, Nutley, NJ), and Pentosan polysutfate (Georgetown University, Washington, 
DQ. 

In particular embodiments, the use of compositions of flie invention in combination 
5 with anti-angiogenic agents is contemplated for the treatment, prevention, and/or amelioration 
of an autoimmune disease, such as for example, an autoimmune disease described herein. 

In a particular embodiment, the use of compositions of the invention in combination 
with anti-angiogenic agents is contemplated for the treatment, prevention, and/or amelioration 
of arthritis. In a more particular embodiment, the use of compositions of the invention in 

10 combination with anti-angiogenic agents is contemplated for the treatment, prevention, and/or 
amelioration of rheumatoid arthritis* 

In another embodiment, the polynucleotides encoding a polypeptide of the present 
invention are administered in combination with an angiogenic protein, or polynucleotides 
encoding an angiogenic protein. Examples of angiogenic proteins that may be administered 

15 with the compositions of the invention include, but are not limited to, acidic and basic 
fibroblast growth factors, VEGF-1, VEGF-2, VEGF-3, epidermal growth factor alpha and 
beta, platelet-derived endothelial cell growth factor, platelet-derived growth factor, tumor 
necrosis factor alpha, hepatocyte growth factor, insulin-like growth factor, colony stimulating 
factor, macrophage colony stimulating factor, granulocyte/macrophage colony stimulating 

20 factor, and nitric oxide synthase. 

In additional embodiments, compositions of the invention are administered in 
combination with a chemotherapeutic agent. Chemotherapeutic agents that may be 
adnninistered with the albumin fusion proteins and/or polynucleotides of the invention include, 
but are not limited to alkylating agents such as nitrogen mustards (for example, 

25 MechloTBthamine, cyclophosphamide. Cyclophosphamide Ifosfamide, Melphalan (L- 
sarcolysin), and Chlorambucil), ethylenimines and methylmelamines (for example, 
Hexamethylmekunine and Thiotepa), all^l sulfonates (for example, Busulfan), nitrosoureas 
(for example, Carmustine (BCNU), Lomustine (CCNU), Semustine (methyl-CCNU), and 
Streptozocin (streptozotocin)), triazenes (for example, Dacarbazine (DTIC; 

30 dimcthyltriazenoimidazolecEirboxamide)), folic acid analogs (for example. Methotrexate 
(amethopterin)), pyrimidine analogs (for example, Ruorouacil (5-fluorouracil; 5-FU), 
Hoxuridine (fluorodeoxyuridine; FudR), and Cytarabine (cytosine arabinoside)), purine 
analogs and related inhibitors (for example, Mercaptopurine (6-mercaptopurine; 6-MP), 
Thioguanine (6-thioguanine; TG), and Pentostatin (2 -deoxycoformycin)), vinca alkaloids 

35 (for example, Vinblastme (VLB, vinblastine sulfate)) and Vincristine (vincristine sulfate)), 
epipodophyllotoxins (for example, Etoposide and Teniposide), antibiotics (for example, 
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Dactinomydn (actinomycin D), Daunorubicin (daunomycin; rubidomycin), Doxorabicin, 
Bleomycin, Plicamycin (mithramycin), and Mitomycin (mitomycin C), enzymes (for 
example, L-Asparaginase), biological response modifiers (for example, Interferon-alpha and 
interferon-alpha-2b), platinum coordination compounds (for example, Cisplatin (cis-DDP) 
5 and Carboplatin), anthracenedione (Mitoxantrone), substituted ureas (for example. 
Hydroxyurea), methylhydrazine derivatives (for example. Procarbazine (N-methylhydrazine; 
MIH), adrcnocorticosteroids (for example. Prednisone), progestins (for example, 
Hydroxyprogesterone caproate, Medroxyprogesterone, Medroxyprogesterone acetate, and 
Megestrol acetate), estrogens (for example, Diethylstilbestrol (DES), Diethylstilbestrol 

10 diphosphate. Estradiol, and Ethinyl estradiol), antiestrogens (for example, Tamoxifen), 
androgens (Testosterone proprionate, and Huoxymesterone), antiandrogens (for example, 
Flutamide), gonadotropin-releasing horomone analogs (for example, Leuprolide), other 
hormones and hormone analogs (for example, methyltestosterone, estramustine, estramustine 
phosphate sodium, chlorotrianisene, and testolactone), and others (for example, dicarbazine, 

15 glutamic acid, and mitotane). 

In one embodiment, the compositions of the invention are administered in combination 
with one or more of the following drags: infliximab (also known as Reradcade™ Centocor, 
Inc.), Trocade* (Roche, RO-32-3555), Leflunomide (also known as Arava™ from Hoechst 
Marion Roussel), Kineiet™ (an BL-l Receptor antagonist also known as Anakinra from 

20 Amgen, Inc.) 

In a specific embodiment, compositions of the invention are adiiiinistered in 
combination with CHOP (cyclophosphamide, doxorubicin, vincristine, and prednisone) or 
combination of one or more of the components of CHOP. In one embodiment, the 
compositions of the invention are administered in combination with anti-CD20 antibodies, 

25 human monoclonal anti-CD20 antibodies. In another embodiment, the compositions of the 
invention are administered in combination with anti-CD20 antibodies and CHOP, or anti- 
CD20 antibodies and any combination of one or more of the components of CHOP, 
particulariy cyclophosphamide and/or prednisone. In a specific embodiment, compositions of 
the invention are administered in combination with Rituximab. In a furtiier embodiment, 

30 compositions of the invention are administered with Rituximab and CHOP, or Rituximab and 
any combination of one or more of the components of CHOP, particularly cyclophosphamide 
and/or prednisone. In a specific embodiment, compositions of the invention are administered 
in combination with tositumomab. In a further embodiment, compositions of the invention 
are administered with tositumomab and CHOP, or tositumomab and any combination of one 

35 or more of the components of CHOP, particularly cyclophosphamide and/or prednisone. The 
anti-CD20 antibodies may optionally be assodated with radioisotopes, toxins or cytotoxic 
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prodrugs. 

In another specific embodiment, the compositioiis of the invention are administered in 
combination Zevalin™. In a further embodiment, compositions of the invention are 

administered with Zevalin™* and CHOP, or Zevalin™ and any combination of one or more of 

5 the components of CHOP, particularly cyclophosphamide and/or prednisone. Zevalin™ may 

be associated with one or more radisotopes. Particularly preferred isotopes are ^ and ^*^In. 

In an additional embodiment, the albumin fusion proteins and/or polynucleotides of 
the invention are administered in combination with cytokines. Cytokines that may be 
administered witii the albumin fusion proteins and/or polynucleotides of the invention include, 

10 but are not limited to, IL2, IL3, IL4, IL5, IL6, IL7, ILIO, IL12, IL13, IL15, anti-CD40, 
CEMOL, IFN-gamma and TNF-alpha. In another embodiment, albumin fusion proteins 
and/6r polynucleotides of the invention may be administered with any interleukin, including, 
but not limited to, IL-1 alpha, IL-lbeta, IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, IL-9, IL-10, 
IL-11, IL-12, IL-13, IL-^14, IL-15, lL-16, IL-17, IL-18, IL-19, IL-20, and IL-21. 

15 In one embodiment, the albumin fusion proteins and/or polynucleotides of the 

invention are administered in combination with members of the TNF family. TNF, TNF- 
related or TNF-like molecules that may be adnoinistered with the albumin fusion proteins 
and/or polynucleotides of the invention include, but are not limited to, soluble forms of TNF- 
alpha, lymphotoxin-alpha (LT-alpha, also known as TNF-beta), LT-b^ (found in complex 

20 heterotrimer LT-alpha2-beta), OPGL, FasL, CD27L, CD30L, CD40L, 4-lBBL, DcR3, 
OX40L, TNF-ganima (Intemational Publication No. WO 96/14328), AIM-I (International 
Publication No. WO 97/33899), ehdokine-alpha (Intemational Publication No. WO 
98/07880), OPG, and neutroldne-alpha (Intemational Publication No. WO 98/18921, OX40, 
and nerve growth factor (NGF), and soluble forms of Fas, CD30, CD27, CD40 and 4 IBB, 

25 TR2 (Intemational Publication No. WO 96/34095), DR3 (Intemational Publication No. WO 
97/33904), DR4 (Intemational Publication No. WO 98/32856), TR5 (Intemational 
Publication No. WO 98/30693), TRANK, TR9 antemational Publication No. WO 
98/56892),TR10 (Intemational Publication No, WO 98/54202), 312C2 (Intemational 
Publication No. WO 98/06842), and TR12, and soluble forms CD 154, CD70, and CD153. 

30 In an additional embodiment, the albumin fusion proteins and/or polynucleotides of 

the invention are administered in combination with angiogenic proteins. Angiogenic proteins 
that may be administered with the albumin fusion proteins and/or polynucleotides of the 
invention include, but are not hmited to. Glioma Derived Growth Factor (GDGF), as 
disclosed in European Patent Number EP-399816; Platelet Derived Growth Factor-A (PDGF- 

35 A), as disclosed in European Patent Number EP-682110; Platelet Eterived Growth Factor-B 
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(PDGF-B), as disclosed in European Patent Number EP-282317; Placental Growth Factor 
(PIGF), as disclosed in International Publication Number WO 92/06194; Placental Growth 
Factor-2 (PlGF-2), as disclosed in Hauser et aL, Growth Factors, 4:259-268 (1993); 
Vascular Endothelial Growth Factor (VEGF), as disclosed in International f*ubIication 
5 Number WO 90/13649; Vascular Endothelial Growth Factor-A (VEGF-A), as disclosed in 
European Patent Number EP-506477; Vascular Badotihelial Growth Factor-2 (VEGF-2), as 
disclosed in International Publication Number WO 96/39515; Vascular Endothelial Growth 
Factors (VEGF-3); Vascular Endothelial Growth Factor B-186 (VEGF-B186), as disclosed 
in Intemational Publication Number WO 96/26736; Vascular Endothelial Growth Factor-D 

10 (VEGF-D), as disclosed in Intemational Publication Number WO 98/02543; Vascular 
EndotheUal Growth Factor-D (VEGF-D), as disclosed in Intemational Publication Number 
WO 98/07832; and Vascular Endothelial Growth Factor-E (VEGF-E), as disclosed in German 
Patent Number DE19639601. The above mentioned references are herein incorporated by 
reference in their entireties. 

15 In an additional embodiment, the albumin fusion proteins and/or polynucleotides of 

the invention are administered in combmation with Fibroblast Growth Factors. Fibroblast 
Growth Factors that may be administered with the albumin fusion proteins and/or 
polynucleotides of the invention include, but are not limited to, FGF-1, FGF-2, FGF-3, 
FGF^, FGF-5, FGF-6, FGF-7, FGF-8, FGF-9, FGF-10, FGF-11, FGF-12, FGF-13, 

20 FGF-14, and FGF-15. 

In an additional embodiment, the albumin fusion proteins and/or polynucleotides of 
the invention are administered in combination with hematopoietic growth factors. 
, , Hematopoietic growth factors that may be administered with the albumin fusion proteins 
and/or polynucleotides of the invention include, but are not limited to, granulocyte 

25 macrophage colony stimulating factor (GM-CSF) (sargramostim, LEUKINE™, 

PROKINE™), granulocyte colony stimulating factor (G-CSF) (filgrastim, NEUPOGEN"^), 

macrophage colony stimulating factor (M~CSF, CSF-1) erythropoietin (epoetin alfa, 
EPOGEN™,PROCRIT^^'), stem cell factor (SCF, c-kit ligand, steel factor), megakaryocyte 
colony stimulating factor, PIXY321 (a GMCSF/IL-3 fusion protein), interleukins, especially 

30 any one or more of IL-1 through IL-12, interferon-gamma, or thrombopoietin. 

In certain embodunents, albumin fusion proteins and/or polynucleotides of the present 
invention are administered in combination with adrenergic blockers, such as, for example, 
acebutolol, atenolol, betaxolol, bisoprolol, carteolol, labetalol, metoprolol, nadolol, 
oxprenolol, penbutolol, pindolol, propranolol, sotalol, and timolol. 

35 In another embodiment, the albumin fusion proteins and/or polynucleotides of the 

invention are administered in combination with an antiarrhythmic dmg (e.g., adenosine. 
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amidoarone, bretylium, digitalis, digoxin, digitoxin, diliazem, disopyramide, esmolol, 
flecainide, lidocaine, mexiletine, moricizine, phenytoin, procainamide^ N-acetyl 
procainamide, propafenone, propranolol, quinidine, sotalol, tocainide, and verapamil). 

In another embodiment, the albumin fusion proteins and/or polynucleotides of the 
5 invention are administered in combination with diiu-etic agents, such as carbonic anhydrase- 
inhibiting agents (e.g., acetazolamide, dichlorphenamide, and methazolamide), osmotic 
diuretics (e.g., glycerin, isosorbide, mamiitol, and urea), diuretics that inhibit Na^-K*-2Cr 
symport (e.g., furosemide, bumetanide, azosemide, piretanide, tripamide, ethaciynic acid, 
muzolimine, and torsennide), thiazide and thiazide-like diuretics (e.g., bendroflumethiazide, 

10 benzfhiazide, chlorothiazide, hydrochlorothiazide, hydroflumethiazide, metfayclothiazide, 
polytfaiazide, trichormethiazide, chlorflialidone, indapamide, metolazone, and quinethazone), 
potassium sparing diuretics (e.g., amiloride and triamterene), and mineralcorticoid receptor 
antagonists (e.g., spironolactone, canrenone, and potassium canrenoate). 

In one embodiment, the albumin fusion proteins and/or polynucleotides of the 

15 invention are administered in combination with treatments for endocrine and/or hormone 
imbalance disorders. Treatments for endocrine and/or hormone imbalance disorders include, 
but are not limited to, radioactive isotopes of iodine such as and *^I; recombinant 

growth hormone, such as HUMATROPE™ (recombinant somatropin); growth hormone 
analogs such as PROTROPIN^" (somatrem); dopamine agonists such as PARLODEL™ 

20 (bromocriptine); somatostatin analogs such as SANDOSTATIN™ (octreotide); gonadotropin 
preparations such as PREGNYL™*, A.P.L.™' and PROFASI™ (chorionic gonadotropin 
(CG)), PERGONAL'" (menotropins), and METRODIN"" (urofoUitropin (uFSH)); synthetic 
human gonadotropin releasing hormone preparations such as FACTREL™ and 
LUTREPULSE^ (gonadorelin hydrochloride); synthetic gonadotropin agomsts such as 

25 LUPRON™ (leuprolide acetate), SUPPRELIN"'' (histrelin acetate), SYNAREL^'" (nafarelin 

acetate), and ZOLADEX™ (goserelin acetate); synthetic preparations of th3n:otropin-reIeasing 

hormone such as RELEFACT TRH™ and THYPINONE™ (protirelin); recombinant human 

TSH such as THYROGEN™; synthetic preparations of the sodium salts of the natural isomers 

of thyroid hormones such as L-T4™, SYNTHROID™ and LEVOTHROID™ (levothyroxine 

30 sodium), L-T3™, CYTOMEL™ and TRIOSTAT™ Oiotiiyroine sodium), and THYROLAR™ 
Oiotrix); antithyroid compounds such as 6-n-propyithiouraciI (propylthiouracil), l-methyl-2- 



wo 01/79258 



PCT/USOl/12008 



meicaptoimidazole and TAPAZDLE™ (nielMmazole), NEO-MERCAZOLE™ (carbimazole); 
beta-adreno^c receptor antagonists such as propranolol and esmolol; Ca^ channel blockers; 
dexamelhasone and iodinated radiological contrast agents such as TELEPAQUE™ Qopanoic 

acid) and ORAGRAFIN™ (sodium ipodate). 
5 Additional treatments for endocrine and/or hormone imbalance disorders include, but 

are not limited to, estrogens or congugated estrogens such as ESTRACE^" (estradiol), 

ESTENYL™ (ethinyl estradiol), PREMARIN™, ESTRATAB'", ORTHO-EST™. OGEN™ 

and estropipate (estrone), ESTROVIS™ (quinestrol), ESTRADERM™ (estradiol), 

DELESTROGEN™ and VALERGEN™ (estradiol valerate), DEPO-ESTRADIOL 

10 CYHONATE™ and ESTROJECT LA™ (estradiol cypionate); antiestrogens such as 
NOLVADEX™ (tamoxifen), SEROPHENE™ and CLCMID™ (clomiphene); progestins such 
as DURALUTIN™ (hydroxyprogesterone caproate), MPA™ and DEPO-PROVERA™ 
(medroxyprogesterone acetate), PROVERA™ and CYCRIN™ (MPA), MEGACE™ 
(megestrol acetate). NORLUTIN™ (norethindrone), and NORLUTATE™ and AYGESTIN™ 

15 (norethindrone acetate); progesterone implants such as NORPLANT SYSTEM™ (subdermal 
implants of norgestiel); antiprogestins such as RU 486^" (mifepristone); hormonal 
contraceptives such as ENOVID™ (norethynodrel plus mestranol), PROGESTASERT™ 
(intrauterine device that releases progesterone), LOESTRIN™, BREVICON™, MODICON™, 
GENORA™, NELONA™, NORINYL™, OVACON-35™ and OVACON-50™ (ethinyl 

20 estradiol/norethindione), LEVLEN™, NORDETTE™, TRI-LEVLEN™ and TRBPHASIL-21 ™ 
(ethinyl estradiol/levonorgestrel) LO/OVRAL™ and OVRAL™ (ethinyl estradiol/norgestrel), 
DEMULEN™ (ethinyl estradiol/ethynodiol diacetate), NORINYL™, ORTHONOVUM™, 
NORETHIN™, GENORA™, and NELOVA™ (norethindrone/mestianol), DESOGEN™ and 
ORTHO-CEPT™ (ethinyl estiadiol/desogestrel), ORTHO-CYCI.EN™ and ORTHO- 

25 TRICYCLEN™ (ediinyl estradiol/norgestimate). MCRONOR™ and NOR-QD™ 
(noretiiindrone), and OVREFTE™ (norgestrel). 
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Additional treatments for endocrine and/or hormone imbalance disoniers include, but 
are not limited to, testosterone esters such as meth^iolone acetate and testosterone 

undecanoate; parenteral and oral androgens such as TESTOJECT-SO™ (testosterone), 
TESTEX™ (testosterone propionate), DELATESTRYL™ (testosterone enanthate), DEPO- 
5 TESTOSTERONE"" (testosterone cypionate), DANOCRINE™ (danazol), HALOTESTIN™ 
(fluoxymesterone), ORETON METHYL™, TESTRED™ and VIRILON™ 
(methyltestosterone), and OXANDRIN™ (oxandrolone); testosterone transdermal systems 
such as TESTODERM™; androgen receptor antagonist and 5-alpha-reductase inhibitors such 
as ANDROCXJR™ (cyproterone acetate), EULEXIN™ (flutamide), and PROSCAR™ 

10 (flnasteiide); adrenocorticotropic hormone preparations such as CDRTROSYN™ 
(cosjmtropin); adrenocortical steroids and flieir sjmthetic analogs such as AG3JOVATE™ 
(alclometasone dipropionate), CYCLOCORT"' (amcinonide), BECLOVENT™ and 
VANCERIL™ (bedomethasone dipropionate), CELESTONE™ (betamethasotte), 
BENISONE™ and UTICORT™ (betamethasone benzoate), DDPROSONE™ (betamethasone 

15 dipropionate), CELESTONE PHOSPHATE™ (betamethasone sodium phosphate), 
CELESTONE SOLUSPAN™ (betamethasone sodium phosphate and acetate), BETA-VAL™ 
and VALISONE™ (betamethasone valerate), TEMOVATE™ (clobetasol propionate), 
CLODERM™ (clocortolone pivalate), CORTEF™ and HYDROCDRTONE™ (Cortisol 
(hydrocortisone)), HYDROCX)RTONE ACETATE™ (Cortisol (hydrocortisone) acetate), 

20 LOOOID™ (Cortisol (hydrocortisone) butyrate), HYDROCORTONE PHOSPHATE™ 
(Cortisol (hydrocOTtfsone) sodium phosphate), A-HYDROCORT™ and SOLU CORTEF" 
(Cortisol (hydrocortisone) sodium succinate), WESTCORT™ (Cortisol (hydrocortisone) 
valerate), CORTISONE ACETATE™ (cortisone acetate), DESOWEN™ and TREDESILON™ 
(desonide),TOPICORT™ (desoximctasone), DECADRON™ (dexamethasone), DECADRON 

25 LA™ (dexamethasone acetate), DECADRON PHOSPHATE™ and HEXADROL 
PHOSPHATE™ (dexamethasone sodium phosphate), FLORONE™ and MAXIFLOR™ 
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(diflorasone diacetate), FLORINEF ACBTATE™ (fludrocortisone acetate), AEROBED™ and 
NASAUDE™ (flunisolide), ELUONID™ and SYNALAR™ (fluocinolone acetonide), 
UDEX™ (fluocinonide), FLUOR-OP^" and FML™ (fluorometholone), CORDRAN^" 
(flurandrenoUde), HALOG^ (halcinonide), HMS UZUIFILM™ (mediysone), MEDROL™ 
5 (methylprednisolone), DEPO-MEDROL^" and MEDROL ACETATE™ (meAylprednisone 
acetate), A-METHAPRED™ and SOLUMEDROL^'' (methylprednisolone sodium succinate), 
ELOCON™ (mometasone furoate), HALDRONE™ (paramethasone acetate), DELTA- 
CORTEF™ (prednisolone), ECX)NOPRED'" (prednisolone acetate), HYDELTOASOL™* 
(prednisolone sodium phosphate), HYDELTRA-T.B.A^*' (prednisolone tebutate), 

10 DELTASONE"" (prednisone), ARISTOCORT™ and KENACORT™ (triamcinolone), 
KENALOG™ (triamcinolone acetonide), ARISTOCORT™ and KENACORT DIACETATE™ 
(triamcinolone diacetate), and ARISTOSPAN™ (triamcinolone hexacetonide); inhibitors of 
biosynthesis and action of adrenocortical steroids such as CYTADREN^*" 
(aminoglutethimide), NIZORAL™ (ketoconazole), MODRASTANE™ (trilostane), and 

15 METOPIRONE™ (metyrapone); bovine, porcine or human insulin or mixtures thereof ; insulin 

analogs; recombinant human insulin such as HUMULIN™ and NOVOLIN™; oral 

hypoglycemic agents such as ORAMDDE™ and ORINASE^" (tolbutamide), DIABINESE™ 

(chlorpropamide), TOLAMIDE™ and TOLINASE"^ (tolazamide), DYMHJDR™ 

(acetohexamide), glibenclamide, MICRONASE™, DIBETA™ and GLYNASE™ (glyburide), 

20 GLUCOTROL'*^ (glipizide), and DL\MICRON™ (gliclazide), GLUCOPHAGE'" 
(metformin), ciglitazone, pioglitazone, and alpha-giucosidase inhibitors; bovine or porcine 
glucagon; somatostatins such as SANDOSTATIN™ (octreotide); and diazoxides such as 

PROGLYCEM™ (diazoxide). 

In one embodiment, the albumin fusion proteins and/or polynucleotides of the 
25 invention are administered in combination with treatments for uterine motility disorders. 
Treatments for uterine motility disorders include, but are not limited to, estrogen drugs such 
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as conjugated estrogens (e.g., PREMARIN® and ESTRATAB®), estradiols (e.g., 

CLIMARA® and ALORA®), estropipate, and chlorotrianisene; progestin drugs (e.g., AMEN® 

(medroxyprogesterone), MICRONOR® (norethidrone acetate), PROMETRIUM® 
progesterone, and megestrol acetate); and estrogen/progesterone combination therapies such 
5 as, for example, conjugated estrogens/medroxyprogesterone (e.g., PREMPRO™ and 

PREMPHASE®) and norethindrone acetate/ethinyl estsradiol (e.g., FEMHRT™). 

In an additional embodiment, the albumin fusion proteins and/or polynucleotides of 
the invention are administered in combination with drugs effective in treating iron deficiency 
and hypochromic anemias, including but not limited to, ferrous sulfate (iron sulfate^ 

10 PEOSOL™), ferrous fumarate (e.g., FEOSTAT™), ferrous gluconate (e.g., FERGON™), 
polysaccharide-iron complex (e.g., NIFEREX™), iron dextran injection (e.g., INFED™), 
cupric sulfate, pyroxidine, riboflavin. Vitamin 6^3, cyancobalamin injection (e.g., 
REDISOL™, RUBRAMIN PC^^), hydroxocobalamin, foUc acid (e.g., FOLVITE™), 
leucovorin (folinic acid, 5-CHOH4PteGlu, citrovorum factor) or WELLCOVORBSf (Calcium 

1 5 salt of leucovorin), transferrin or ferritin. 

In certain embodiments, the albumin fusion proteins and/or polynucleotides of the 
invention are administered in combination with agents used to treat psychiatric disorders. 
Psychiatric drugs' that may be administered with the albumin fusion proteins and/or 
polynucleotides of the invention include, but are not limited to, antipsychotic agents (e.g., 

20 cMorpromazine, chlorprotliixene, clozapine, fluphenazine, haloperidol, loxapine, 
mesoridazine, molindone, olanzapine, perphenazine, pimozide, quetiapine, risperidone, 
thioridazine, thiothixene, trifluoperazine, and triflupromazine), antimanic agents (e.g., 
carbamazepine, divalproex sodium, lithium carbonate, and lithium citrate), antidepressants 
(e.g., amitriptyline, amoxapine, bupropion, citalopram, clomipramine, desipramine, doxepin, 

25 fluvoxamine, fluoxetine, imipramine, isocarboxazid, maprotiline, mirtazapine, nefazodone, 
nortriptyUne, paroxetine, phenelzine, protriptyline, sertraline, tranylcypromine, trazodone, 
trimipramine, and venlafaxine), antianxiety agents (e.g., alprazolam, buspirone» 
chlordiazepoxide, clorazepate, diazepam, halazepam, lorazepam, oxazepam, and prazepam), 
and stimulants (e.g., d-amphetamine, methylphenidate» and pemoline). 

30 In other embodiments, the albunoin fusion proteins and/or polynucleotides of the 

invention are administered in combination with agents used to treat neurological disorders. 
Neurological agents that may be administered with the albumin fusion proteins and/or 
polynucleotides of the invention include, but are not limited to, antiepileptic agents (e.g., 
carbamazepine, clonazepam, ethosuximide, phenobarbital, phenytoin, primidone, valproic 
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acid, divalproex sodium, felbamate, gabapentin, lamotrigine, levetiracetam, oxcarbazepine, 
tiagabine, topiramate, zonisamide, diazepam, lorazepam, and clonazepam), antiparkinsonian 
agents (e.g., levodopa/carbidopa, selegiline, amantidine, bromocriptine, pergolide, 
ropinirole, pramipexole, benztropine; biperiden; ethopropazine; procyclidine; trihexyphenidyl, 
5 tolcapone), and ALS therapeutics (e.g. riluzole). 

In another embocUment, albumin fusion proteins and/or polynucleotides of the 
invention are administered in combination with vasodiladng agents and/or calcium channel 
blocking agents. VasodUating agents that may be administered with the albumin fusion 
proteins and/or polynucleotides of the invention include, but are not limited to, Angiotensin 

10 Converting Enzyme (ACE) inhibitors (e.g., papaverine, isoxsuprine, benazepril, captopril, 
cilazapril, enalapril, enalaprilat, fosinopril, lisinopril, moexipril, perindopril, quinapril, 
ramipril, spirapril, trandolapril, and nylidrin), and nitrates (e.g., isosorbide dinitrate, 
isosorbide mononitrate, and nitroglycerin). Examples of calcium channel blocking agents that 
may be administered in combination with the albumin fusion proteins and/or polynucleotides 

15 of the invention include, but are not hmited to amlodipine, bepridil, diltiazem, felodipine, 
flunarizine, isradipine, nicardipine, nifedipine, nimodipine, and verapamil. 

In certain embodiments, the albumin fusion proteins and/or polynucleotides of the 
invention are administered in combination with treatments for gastrointestinal disorders. 
Treatments for. gastrointestinal disorders that may be administered with die albumin fusion 

20 . protein and/or polynucleotide of the invention include, but are not limited to, histamine 
receptor antagonists (e.g., TAGAMET™ (cimetidine), ZANTAC™ (ranitidine), PEPCID™ 
(famotidine), and AXID™ (nizatidine)); inhibitors of H^, ATPase (e.g., PREVACID™ 
(lansoprazole) and PRILOSEC™ (omeprazole)); Bismuth compounds (e.g., PEPTO- 
BISMOL™ (bismuth subsalicylate) and DE-NOL™ (bismuth subcitrate)); various antacids; 

25 sucralfate; prostaglandin analogs (e.g. CYTOTEC™ (misoprostol)); muscarinic cholinergic 
antagonists; laxatives (e.g., surfactant laxatives, stimulant laxatives, saline and osmotic 
laxatives); antidiarrheal agents (e.g., LOMCDTIL™ (diphenoxylate), MOTOFENf^ 
(diphenoxin), .and IMODIUM™ (loperamide hydrochloride)), synthetic analogs of 
somatostatin such as SANDOSTATIN™ (octreotide), antiemetic agents (e.g., ZOFRAN™ 

30 (ondansetron), KYTRDL™ (granisetron hydrochloride), tropisetron, dolasetron, 
metoclopramide, chlorpromazine, perphenazine, prochlorperazine, promethazine, 
thiethylperazine, triflupromazine, domperidone, haloperidol, droperidol, trimethobenzamide, 
dexamethasone, methylprednisolone, dronabinol, and nabilone); D2 antagonists (e.g., 
metoclopramide, trimethobenzamide and chlorpromazine); bile salts; chenodeoxycholic acid; 

35 ursodeoxycholic acid; and pancreatic enzyme preparations such as pancreatin and 
pancrelipase. 
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In additional embodiments, the albumin fusion proteins and/or polynucleotides of the 
invention are administered in combination with other therapeutic or jMTophylactic regimens, 
such as, for example, radiation therapy. 

The invention also provides a pharmaceutical pack or kit comprising one or more 
5 containers filled with one or more of the ingredients of the pharmaceutical compositions 
comprising albumin fusion proteins of the invention. Optionally associated with such 
container(s) can be a notice in the form prescribed by a governmental agency regulating the. 
manufacture, use or sale of pharmaceuticals or biological products, which notice reflects 
approval by the agency of manufacture, use or sale for human administration. 

10 

G^ene Therapy 

Constructs encoding albumin fusion proteins of the invention can be used as a part of 
a gene therapy protocol to deliver therapeutically effective doses of the albumin fusion 

1 5 protein. A preferred approach for in vivo introduction of nucleic acid into a cell is by use of a 
viral vector containing nucleic acid, encoding an albumin fusion protein of the invention. 
Infection of cells with a viral vector has the advantage that a large proportion of the targeted 
cells can receive the nucleic acid. Additionally, molecules encoded within the viral vector, 
e.g., by a cDNA contained in flie viral vector, are expressed efBcienfly in cells which have 

20 taken up viral vector nucleic acid. 

Retrovirus vectors and adeno-associated vims vectors can be used as a recombinant 
gene delivery system for the transfer of exogenous nucleic acid molecules encoding albmnin 
fusion proteins in vivo. These vectors provide efficient delivery of nucleic acids into cells, 
and the transferred nucleic acids are stably integrated into the chromosomal DNA of the host. 

25 The development of speciahzed cell lines (termed "packaging cells") which produce only 
replication-defective retroviruses has increased the utility of retrovimses for gene therapy, and 
defective retrovimses are characterized for use in gene transfer for gene therapy purposes (for 
a review see Miller, A.D. (1990) Blood 76:27 1). A replication defective retroviras can be 
packaged into virions which can be used to infect a target cell through the use of a helper virus 

30 by standard techniques. Protocols for producing recombinant retrovimses and for infecting 
cells in vitro or in vivo with such viruses can be found in Current Protocols in Molecular 
Biology, Ausubel, P.M. et ah, (eds.) Greene Publishing Associates, (1989), Sections 
9.10-9.14 and other standard laboratory manuals. 

Another viral gene delivery system useful in the present invention uses 

35 adeno vims-derived vectors. The genome of an adenoviras can be manipulated such that it 
encodes and expresses a gene product of interest but is inactivated in terms of its ability to 
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replicate in a normal lytic viral life cycle. See, for example, Berkner ah, BioTechniques 
6:616 (1988); Rosenfeld et al.. Science 252:431-434 (1991); and Rosenfeld et aZ., Cell 
68:143-155 (1992). Suitable adenoviral vectors derived from the adenovirus strain Ad type 5 
dl324 or other strains of adenovirus {e.g., Ad2, Ad3, Ad7 etc.) are known to those skilled in 
5 the art Recombinant adenoviruses can be advantageous in certain circumstances in that they 
are not capable of infecting nondividing cells and can be used to infect a wide variety of cell 
types, including epithelial cells (Rosenfeld et ah, (1992) cited supra). Furtbennore, the virus 
particle is relatively stable and anoienable to pwification and concentration, and as above, can 
be modified so as to affect the spectrum of infectivity. Additionally, introduced adenoviral 

10 DNA (and foreign DNA contained therein) is not integrated into the genome of a host cell but 
remains episomal, thereby avoiding potential problems that can occur as a result of insertional 
mutagenesis in situations where introduced DNA becomes integrated into the host genome 
{e.g,^ retroviral DNA). Moreover, the carrying capacity of the adenoviral genonne for foreign 
DNA is large (up to 8 kilobases) relative to other gene deliveiy vectors (Berkner et aL, cited 

15 supra; Haj-Ahmand et aU J. Virol. 57:267 (1986)). 

In another embodiment, non-viral gene delivery systems of the present invention rely 
on endocytic pathways for the uptake of the subject nucleotide molecule by the targeted cell. 
Exemplary gene delivery systenas of this type include liposomal derived systems, poly-lysine 
conjugates, and artificial viral envelopes. In a representative embodiment, a nucleic add 

20 molecule encoding an albumin fusion piotein of the invention can be entrapped in liposomes 
bearing positive charges on ttieir surface {e.g.^ lipofectins) and (optionally) wMch are tagged 
with antibodies against cell surface antigens of the target tissue (Mizuno et aL (1992) No 
Shinkei Geka 20:547-5 5 1; PCT publication W091/06309; Japanese patent application 
1047381 ; and European patent publication EP-A-43075). 

25 Gene delivery systems for a gene encoding an albumin fusion protein of the invention 

can be introduced into a patient by any of a number of methods. For instance, a 
pharmaceutical preparation of the gene deliveiy system can be introduced systemically, e,g. 
by intravenous injection, and specific transduction of the protein in the target cells occurs 
predominantly from specificity of transf ection provided by the gene delivery vehicle, celHype 

30 or tissue-type expression due to the transcriptional regulatory sequences controlling 
expression of the receptor gene, or a combination thereof. In other embodiments, initial 
delivery of the recombinant gene is more limited with introduction into the animal being quite 
localized. For example, the gene delivery vehicle can be introduced by catheter (see U.S. 
Patent 5,328,470) or by Stereotactic injection {e.g. Chen et aL (1994) PNAS 91: 3 054-3 05 

35 7). The pharmaceutical preparation of the gene therapy construct can consist essentially of the 
gene delivery system in an acceptable diluent, or can comprise a slow release matrix in which 
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the gene deliveiy vehicle is imbedded. Where the albumin fusion protein can be produced 
intact from recombinant cells, e.g. retroviral vectors, the pharmaceutical preparation can 
comprise one or more cells which produce the albumin fusion protein. 

5 Additional Gene Therapy Methods 

Also encompassed by the invention are gene therapy methods for treating or 
preventing disorders, diseases and conditions. The gene therapy methods relate to the 
introduction of nucleic acid (DNA, RNA and antisense DNA or RNA) sequences into an 
animal to achieve expression of an albiunin fusion protein of the invention. This method 

10 requires a polynucleotide which codes for an albumin fusion protein of the present invention 
operatively linked to a promoter and any other genetic elements necessary for the expression 
of the fusion protein by the target tissue. Such gene therapy and delivery techniques are 
known in the art, see, for example, WO90/1 1092, which is herein incorporated by reference. 
Thus, for example, cells from a patient may be engineered with a polynucleotide 

15 (DNA or RNA) comprising a promoter operably linked to a polynucleotide encoding an 
albumin fusion protein of the present invention ex vivo, with the engineered cells then being 
provided to a patient to be treated with the fusion protein of the present invention. Such 
methods are well-known in the art. For example, see Belldegrun, A., et al., J. Natl, Cancer 
Inst. 85: 207-216 (1993); Ferrantini, M et al.. Cancer Research 53: 1107-1112 (1993); 

20 Ferrantini, M. et al., J. Inraiunology 153: 4604-4615 (1994); Kaido, T., et al., Int. J. Cancer 
60: 221-229 (1995); Ogura, H., et aL, Cancer Research 50: 5102-5106 (1990); Santodonato, 
L„ et al.. Human Gene Therapy 7:1-10 (1996); Santodonato, L., et aJ., Gene Therapy 
4:1246-1255 (1997); and Zhang, J.-F. et al.. Cancer Gene Therapy 3: 31-38 (1996)), which 
are herein incorporated by reference. In one embodiment, the cells which are engineered are 

25 arterial cells. The arterial cells may be reintroduced into the patient through direct injection to 
the artery, the tissues surrounding the artery, or through catheter injection. 

As discussed in more detail below, the polynucleotide constructs can be delivered by 
any method that delivers injectable materials to the cells of an animal, such as, injection into 
the interstitial space of tissues (heart, muscle, skin, lung, liver, and the like). The 

30 polynucleotide constructs may be delivered in a pharmaceudcally acceptable liquid or aqueous 
carrier. 

In one embodiment, polynucleotides encoding the albumin fusion proteins of the 
present invention is delivered as a naked polynucleotide. The term "naked" polynucleotide, 
DNA or RNA refers to sequences that are free from any delivery vehicle that acts to assist, 
35 promote or facilitate entry into the cell, including viral sequences, viral particles, liposome 
formulations, lipofectin or precipitating agents and the like. However, polynucleotides 
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encoding the albumin fusion proteins of the present invention can also be delivered in 
liposome formulations and lipofectin formulations and the like can be prepared by methods 
well known to those skilled in the art. Such methods are described, for example, in U.S. 
Patent Nos. 5,593,972, 5,589,466, and 5,580,859, which are herein incorporated by 
5 reference. 

The polynucleotide vector constructs used in the gene therapy method are preferably 
constructs that will not integrate into the host genome nor will they contain sequences that 
allow for replication. Appropriate vectors include pWLNEO, pS V2CAT, pOG44, pXTl and 
pSG available from Stratagene; pSVK3, pBPV, pMSG and pSVL available from Pharmacia; 

10 and pEFlA^S, pcDNAS.l, and pRc/CMV2* available from Invitrogen, Odier suitable vectors 
will be readily apparent to die skilled artisan. 

Any strong promoter known to those skilled in the art can be used for driving the 
expression of the polynucleotide sequence. Suitable promoters include adenoviral promoters, 
such as the adenoviral major late promoter; or heterologous promoters, such as the 

15 cytomegalovirus (CMV) promoter; the respiratory syncytial virus (RSV) promoter; inducible 
promoters, such as the MMT promoter, the metallothionein promoter; heat shock promoters; 
the albumin promoter; the ApoAI promoter; human globin promoters; viral thymidine kinase 
promoters, such as the Herpes Simplex thymidine kinase promoter; retroviral LTRs; the b- 
actin promoter; and human growth hormone promoters. The promoter also may be the native 

20 promoter for the gene corresponding to the Therapeutic protein portion of the albumin fusion 
proteins of the invention. 

Unlike other gene therapy techniques, one major advantage of introducing naked 
nucleic acid sequences into target cells is the transitory nature of the polynucleotide synthesis 
in the cells. Studies have shown that non-replicating DNA sequences can be introduced into 

25 cells to provide production of the desired polypeptide for periods of up to six months. 

The polynucleotide construct can be delivered to the interstitial space of tissues within 
the an animal, including of muscle, skin, brain, lung, liver, spleen, bone marrow, thymus, 
heart, lymph, blood, bone, cartilage, pancreas, kidney, gall bladder, stomach, intestine, 
testis, ovary, uterus, rectum, nervous system, eye, gland, and connective tissue. Interstitial 

30 space of the tissues comprises the intercellular, fluid, mucopolysaccharide matrix among the 
reticular fibers of organ tissues, elastic fibers in the walls of vessels or chambers, collagen 
fibers of fibrous tissues, or that same matrix within connective tissue ensheathing muscle cells 
or in the lacunae of bone. It is similarly the space occupied by the plasma of the circulation 
and the lymph fluid of the lymphatic channels. Delivery to the interstitial space of muscle 

35 tissue is preferred for the reasons discussed below. They may be conveniently delivered by 
injection into the tissues comprising these cells. They are preferably deUvered to and 
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expressed in persistent, non-dividing cells which are differentiated, although delivery and 
expression may be achieved in non-diiferentiated or less completely differentiated cells, such 
as, for example, stem cells of blood or skin fibroblasts. In vivo muscle cells are particularly 
competent in their ability to take up and express polynucleotides. 
5 For the naked nucleic acid sequence injection, an effective dosage amount of DNA or 

RNA will be in the range of from about 0.05 mg/kg body weight to about 50 mg/kg body 
weight. Preferably the dosage will be from about 0.005 mg/kg to about 20 mg/kg and more 
preferably from about 0.05 mg/kg to about 5 mg/kg. Of course, as the artisan of ordinary 
skill will appreciate, this dosage will vary according to the tissue site of injection. The 
10 appropriate and effective dosage of nucleic acid sequence can readily be determined by those 
of ordinary skill in the art and may depend on the condition being treated and the route of 
administration. 

The preferred route of administration is by the parenteral route of injection into the 
interstitial space of tissues. However, other parenteral routes may also be used, such as, 
15 inhalation of an aerosol formulation particularly for delivery to lungs or bronchial tissues, 
throat or mucous membranes of the nose. In addition, naked DNA constructs can be 
delivered to arteries during angioplasty by the catheter used in the procedure. 

The naked pol3mucIeotides are delivered by any method known in the art, including, 
but not limited to, direct needle injection at the deliveiy site, intravenous injection, topcal 
20 administration, catheter infusion, and so-caUed "gene guns". These deUveiy methods are 
known in the art. 

The constructs may also be delivered with delivery vehicles such as viral sequences, 
viral particles, liposome formulations, lipofectin, precipitating agents, etc. Such methods of 
delivery are known in the art. 

25 In ceztain embodiments, the polynucleotide constructs aie complexed in a liposome 

preparation. Liposomal preparations for use in the instant invention include cationic 
(positively charged), anionic (negatively charged) and neutral preparations. However, cationic 
liposomes are particularly preferred because a tigjit charge complex can be formed between 
the cationic liposome and the polyanionic nucleic acid. Cationic liposomes have been shown 

30 to mediate intracellular delivery of plasmid DNA (Feigner et al., Proc, Nafl. Acad. Sci. USA 
(1987) 84:7413-7416, which is herein incorporated by reference); mRNA (Malone et aL, 
Proc. Natl. Acad. Sci. USA (1989) 86:6077-6081, which is herein incorporated by 
reference); and purified transcription factors (Debs et aL, J. Biol. Chem. (1990) 
265:10189-10192, which is herein incorporated by reference), in functional form. 

35 Cationic liposomes are readily available. For example, 

N[l-2,3-dioleyloxy)propyl]-N,N,N-triethylammonium (DOTMA) liposomes are particularly 
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useful and are available under the trademark Lipofectin, from GIBCO BRL, Grand Island, 
N.Y. (See, also. Feigner et al., Proc. Natl Acad. Sci. USA (1987) 84:7413-7416, wMch is 
herein incorporated by reference). Other commercially available liposomes include 
transfectace (DDAB/DOPE) and DOTAP/DOPE (Boehringer). 
5 Other cationic liposomes can be prepared from readily availaUe materials using 

techniques well known in the art See, e.g. PCT Publication No. WO 90/11092 (which is 
herein incorporated by reference) for a description of the S3^thesis of DOTAP (1,2- 
bis(oleoyloxy)-3-(trimethyIanimonio)propane) liposomes. Preparation of DOTMA liposomes 
is explained in the literature, see, e.g., P. Feigner et al., Proc. Natl. Acad Sci. USA 

10 84:7413-7417, which is herein incorporated by reference. Similar methods can be used to 
prepare liposomes from other cationic lipid mateiials. 

Similarly, anionic and neutral liposomes are readily available, such as from Avanti 
Polar Lipids (Birmingham, Ala.), or can be easily prepared using readily available materials. 
Such materials include phosphatidyl, choline, cholesterol, phosphatidyl ethanolsunine, 

15 dioleoylphosphatidyl choline (DOPC), dioleoylphosphatidyl glycerol (DOPG), 
dioleoylphoshaddyl ethanolamine (DOPE), among others. These miaterials can also be mixed 
with the £)OTMA and DOTAP starting materials in appropriate ratios. Methods for making 
liposomes using these materials are well known in the art. 

For example, commercially , dioleoylphosphatidyl choline (DOPC), 

20 dioleoylphosphatidyl glycerol (DOPG), and dioleoylphosphatidyl ethanolamine (DOPE) can 
be used in various combinations to make conventional liposomes, with or without the addition 
of cholesterol. Thus, for example, DOPG/DOPC vesicles can be prepared by drying 50 mg 
each of DOPG and DOPC under a stream of nitrogen gas into a sonication vial. The sample is 
placed under a vacuum pump overnight and is hydrated the following day with deionized 

25 water. The sample is then sonicated for 2 hours in a capped vial, using a Heat Systems model 
350 sonicator equipped with an inverted cup (bath typo) probe at the maximum setdng while 
the bath is circulated at 15EC. Alternatively, negatively charged vesicles can be prepared 
without sonication to produce multilamellar vesicles or by extrusion through nucleopore 
membranes to produce unilamellar vesicles of discrete size. Other methods are known and 

30 available to those of skill in the art. 

The liposomes can comprise multilamellar vesicles (MLVs), small unilamellar vesicles 
(SUVs), or large unilamellar vesicles (LUVs), with SUVs being preferred. The various 
liposome-nucleic acid complexes are prepared using methods well known in the art See, 
e.g,, Straubinger et aL, Methods of Immunology (1983), 101:512-527, which is herem 

35 incorporated by reference. For example, MLVs containing nucleic add can be prepared by 
depositing a thin film of phospholipid on the walls of a glass tube and subsequently hydrating 
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with a solution of the material to be encapsulated. SUVs are prepared by extended sonication 
of MLVs to produce a homogeneous population of unilamellar liposomes. The material to be 
entrapped is added to a suspension of preformed MLVs and then sonicated. When using 
liposomes containing cationic lipids, the dried lipid film is resuspended in an appropriate 
5 solution such as sterile water or an isotonic buffer solution such as 10 mM Tris/NaCl, 
sonicated, and then the preformed liposomes are mixed directly with the DNA. The liposome 
and DNA form a very stable complex due to binding of the positively charged liposomes to 
the cationic DNA. SUVs find use with small nucleic acid fragments. LUVs are prepared by a 
number of methods, well known in the art. Coimnonly used methods include Ca^-EDTA 

10 chelation (Papahadjopoulos et al., Biochim. Biophys. Acta (1975) 394:483; Wilson et al.. 
Cell 17:77 (1979)); ether injection (Deamer, D. and Bangham, A., Biochim. Biophys. Acta 
443:629 (1976); Ostro et al., Biochem. Biophys. Res. Commun. 76:836 (1977); Fraley et 
al., Proc. Natl. Acad. Sci, USA 76:3348 (1979)); detergent dialysis (Enoch, H. and 
Strittmatter, R, Proc. Natl. Acad. Sci. USA 76:145 (1979)); and reverse-phase evaporation 

15 (REV) (Fraley et al., J. Biol. Chem. 255:10431 (1980); Szoka, F. and Papahadjopoulos, D., 
Proc. Natl. Acad. Sci. USA 75:145 (1978); Schaefer-Ridder et al.. Science 215:166 
(1982)), which are herein incorporated by reference. 

Generally, the ratio oF DNA to liposomes will be from about 10:1 to about 1:10. 
Preferably, the ration will be from about 5:1 to about 1:5. More preferably, the ration will be 
t 20 about 3:1 to about 1:3. Stillmorepreferably,theratio will be about 1:1. 

U.S. Patent No. 5,676,954 (which is herein incorporated by reference) reports on the 
injection of genetic material, complexed with cationic liposomes carriers, into mice. U.S. 
Patent Nos. 4,897,355, 4,946,787, 5,049,386, 5,459,127, 5,589,466, 5,693,622, 
5,580,859, 5,703,055, and international publication no. WO 94/9469 (which are herein 

25 incorporated by reference) provide cationic lipids for use in transfecting DNA into cells and 
manraials. U.S. Patent Nos, 5,589,466, 5,693,622, 5,580,859, 5,703,055, and 
intemational publication no. WO 94/9469 provide methods for delivering DNA-cationic lipid 
complexes to manunals. 

In certain embodiments, cells are engineered, ex vivo or in vivo, using a retroviral 

30 particle containing RNA which comprises a sequence encoding an albumin fusion protein of 
the present invention. Retroviruses from which the retroviral plasmid vectors may be derived 
include, but are not limited to, Moloney Murine Leukemia Virus, spleen necrosis virus, Rous 
sarcoma Virus, Harvey Sarcoma Vims, avian leukosis virus, gibbon ape leukemia virus, 
human inamunodeficiency virus. Myeloproliferative Sarcoma Virus, and mammary tumor 

35 virus. 

The retroviral plasmid vector is employed to transduce packaging cell lines to form 
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producer cell lines. Examples of packaging cells which may be transfected include, but are 
not limited to, the PE501, PA317, R-2, R AM, PA12, T19-14X, VT-19-17-H2, RCRE, 
RCRIP, GP+E-86, GP+envAml2, and DAN cell lines as described in Miller, Human Gene 
Therapy 1:5-14 (1990), which is incorporated herein by reference in its entirety. The vector 
5 may transduce the packaging cells through any means known in the art. Such means include, 
but are not limited to, electroporation, the use of liposomes, and CaP04 precipitation. In one 
alternative, the retroviral plasmid vector may be encapsulated into a liposome, or coupled to a 
lipid, and then administered to a host. 

The producer cell line generates infectious retroviral vector particles which include 
10 polynucleotide encoding an albumin fusion protein of the present invention. Such retroviral 
vector particles then may be employed, to transduce eukaryotic cells, either in vitro or in vivo. 
The transduced eukaiyotic cells will express a fusion protin of the present invention. 

In certain other embodiments, cells are engineered, ex vivo or in vivo, with 
polynucleotide contained in an adenovirus vector. Adenovirus can be manipulated such that it 
15 encodes and expresses fusion protein of the present invention, and at the same time is 
inactivated in terms of its ability to replicate in a normal lytic viral life cycle. Adenovirus 
expression is achieved without integration of the viral DNA into the host cell chromosome, 
thereby alleviating concerns about insertional mutagenesis. Furthermore, adenoviruses have 
been used as live enteric vaccines for many years with an excellent safety profile (Schwartz et 
20 al. Am- Rev. Respir. Dis. 109:233-238 (1974)). Rnally, adenovirus mediated gene transfer 
has been demonstrated in a number of instances including transfer of alpha-l-antitrypsin and 
CFTR to the lungs of cotton rats (Rosenfeld, M. A. et al. (1991) Science 252:431-434; 
Roseirfeld et al., (1992) Cell 68:143-155). Furthermore, extensive studies to attempt to 
establish adenovirus as a causative agent in human cancer were uniformly negative (Green, 
25 M. et al. (1979) Proc. Nati. Acad. Sci. USA 76:6606). 

Suitable adenoviral vectors useful in the present invention are described, for example, 
in Kozarsky and Wilson, Curr. Opin. Genet Devel. 3:499-503 (1993); Rosenfeld et al.. Cell 
68:143-155 (1992); Engelhardt et al.. Human Genet Ther. 4:759-769 (1993); Yang et al.. 
Nature Genet 7:362-369 (1994); Wilson etal.. Nature 365:691-692 (1993); and U.S. 
30 Patent No. 5,652,224, which are herein incorporated by reference. For example, the 
adenovirus vector Ad2 is useful and can be grown in human 293 cells. These cells contain the 
El region of adenovirus and constitutively express Ela and Elb, which complement the 
defective adenoviruses by providing the products of the genes deleted from the vector. In 
addition to Ad2, other varieties of adenovirus (e.g., Ad3, Ad5, and Ad7) are also useful in 
35 the present invention. 

Preferably, the adenoviruses used in the present invention are replication deficient 
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Replication deficient adenoviruses require the aid of a helper virus and/or packaging cell line 
to form infectious particles. The resulting virus is capable of infecting cells and can express a 
polynucleotide of interest which is operably linked to a promoter, but cannot replicate in most 
cells. Replication deficient adenoviruses may be deleted in one or more of all or a portion of 
5 the following genes: Ela, Elb, E3, E4, E2a, or LI through L5. 

In certain other embodiments, the cells are engineered, ex vivo or in vivo, using an 
adeno-associated virus (AAV). AAVs are naturally occurring defective viruses that require 
helper viruses to produce infectious particles (Muzyczka, N., Curr. Topics in Microbiol: 
Inununol. 158:97 (1992)). It is also one of the few viruses that may integrate its DNA into 

10 non-dividing cells. Vectors containing as little as 300 base pairs of AAV can be packaged and 
can integrate, but space for exogenous DNA is limited to about 4.5 kb. Methods for 
producing and using such AAVs are known in the art. See, for example, U.S. Patent Nos. 
5,139,941, 5,173,414, 5,354,678, 5,436,146, 5,474,935, 5,478,745, and 5,589,377. 

For example, an appropriate AAV vector for use in the present invention will include 

15 all the sequences necessary for DNA replication, encapsidation, and host-cell integration. The 
polynucleotide constmct is inserted into the AAV vector using standard cloning methods, 
such as those found in Sambrook et al.. Molecular Ooning: A Laboratory Manual, Cold 
Spring Harbor Press (1989). The recombinant AAV vector is then transfected into packaging 
cells which are infected with a helper virus, using any standard technique, including 

20 lipofection, electroporation, calcium phosphate precipitation, etc. Appropriate helper viruses 
include adenoviruses, c)rt:omegaloviruses, vaccinia viruses, or herpes viruses. Once the 
packaging cells are transfected and infected, they will produce infectious AAV viral particles 
which contain the polynucleotide construct. These viral particles are then used to transduce 
eukaryotic cells, either ex vivo or in vivo. The transduced cells will contain the 

25 polynucleotide construct integrated into its genome, and will express a fsuion protein of the 
invention. 

Another method of gene therapy involves operably associating heterologous control 
regions and endogenous polynucleotide sequences (e.g. encoding a polypeptide of the present 
invention) via homologous recombination (see, e.g., U.S. Patent No. 5,641,670, issued 

30 June 24, 1997; International Publication No. WO 96/29411, published September 26, 1996; 
International Publication No. WO 94/12650, published August 4, 1994; Koller et al., Proc. 
Nati. Acad. Sci. USA 86:8932-8935 (1989); and Zijlstra et al.. Nature 342:435-438 (1989), 
which are herein encorporated by reference. This method involves the activation of a gene 
which is present in the target cells, but which is not normally expressed in the cells, or is 

35 expressed at a lower level tiian desired. 

Polynucleotide constmcts are made, using standard techniques known ui the art. 
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which contain the promoter with targeting sequences flanking the promoter. Suitable 
promoters are described herein. The targeting sequence is sufficiently complementary to an 
endogenous sequence to permit homologous recombination of the promoter-targeting 
sequence with the endogenous sequence. The targeting sequence will be sufficiently near the 
5 5' end of the desired endogenous polynucleotide sequence so Ihe promoter will be operably 
linked to the endogenous sequence upon homologous recombination. 

The promoter and the targeting sequences can be amplified using PGR. Preferably, 
the amplified pronloter contains distinct restriction enzyme sites on the 5' and 3' ends. 
Preferably, the 3' end of the first targeting sequence contains the same restriction enzyme site 

10 as the 5' end of the amplified promoter and the 5' end of the second targeting sequence 
contains the same restriction site as the 3' end of the amplified promoter. The amplified 
promoter and targeting sequences are digested and ligated together. 

The promoter-targeting sequence construct is delivered to the cells, either as naked 
polynucleotide^ or in conjunction with transfection-facilitating agents, such as liposomes, 

15 viral sequences, viral particles, whole viruses, lipofection, precipitating agents, etc., 
described in more detail above. The P promoter-targeting sequence can be delivered by any 
method, included direct needle injection, intravenous injection, topical administration, catheter 
infusion, particle accelerators, etc. The methods are described in more detail below. 

The promoter-targeting sequence construct is taken* up by cells. Homologous 

20 recombination between the constmct and the endogenous sequence takes place, such that an 
endogenous sequence is placed under the control of the promoter. The* promoter then drives 
the expression of the endogenous sequence. 

The polynucleotide encpding an albumin fusion protein of the present invention may 
contain a secretory signal sequence that facilitates secretion of the protein. Typically, the 

25 signal sequence is positioned in the coding region of the polynucleotide to be expressed 
towards or at the 5' end of the coding region. The signal sequence may be homologous or 
heterologous to the polynucleotide of interest and may be homologous or heterologous, to the 
cells to be transfected. Additionally, the signal sequence may be chemically synthesized using 
methods known in the art 

30 Any mode of administration of any of the above-described polynucleotides constructs 

can be used so long as the mode results in the expression of one or more molecules in an 
amount sufficient to provide a therapeutic effect This includes direct needle injection, 
systemic injection, catheter infusion, biolistic injectors, particle accelerators (i.e., "gene 
guns"), gelfoam sponge depots, other commercially available depot materials, osmotic pumps 

35 (e.g., Alza minipumps), oral or suppositorial solid (tablet or pill) pharmaceutical 
formulations, and decanting or topical applications during surgery- For example, direct 
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injecdon of naked calcium phosphate-precipitated plasmid into rat fiver and rat spleen or a 
protein-coated plasmid into the portal vein has resulted in gene expression of the foreign gene 
in the rat livers (Kaneda et aL, Science 243:375 (1989)). 

A preferred method of local administration is by direct injection. Preferably, an 
5 albumin fusion protein of the present invention complexed with a delivery vehicle is 
administered by direct injection into or locally within the area of arteries. Administiation of a 
composition locally within the area of arteries refers to injecting the composition centimeters 
and preferably, millimeters within arteries. 

Another method of local administration is to contact a polynucleotide construct of the 
10 present invention in or around a surgical wound. For example, a patient can undergo surgery 
and the polynucleotide constract can be coated on the surface of tissue inside the wound or the 
construct can be injected into areas of tissue inside the woimd. 

Therapeutic compositions useful in systemic administration, include fusion proteins of 
the present invention complexed to a targeted delivery vehicle of the present invention. 
15 Suitable delivery vehicles for use with systemic administration comprise liposomes 
con^rising ligands for targeting the vehicle to a particular site. In specific embodiments, > 
suitable delivery vehicles for use with systemic administration comprise liposomes 
comprising albumin fusion proteins of the invention for targeting the vehicle to a particular 
site. 

20 Preferred methods of systemic administration, include intravenous injection, aerosol, 

oral and percutaneous (topical) delivery. Intravenous injections can be performed using 
methods standard in the art. Aerosol delivery can also be performed using methods standard 
in the art (see, for example, Stribling et aL, Proc. Natl; Acad. Sci. USA 189:11277-11281, 
1992, which is incorporated herein by reference). Oral delivery can be performed by 

25 complexing a polynucleotide construct of the present invention to a carrier capable of 
withstanding degra4ation by digestive enzymes in the gut of an animal. Examples of such 
carriers, include plastic capsules or tablets, such as those known in the art Topical delivery 
can be performed by mixing a polynucleotide constmct of the present invention with a 
lipophilic reagent (e.g., DMSO) that is capable of passing into the skin. 

30 Determining an effective amount of substance to be delivered can depend upon a 

number of factors including, for example, the chemical structure and biological activity of the 
substance, the age and weight of the animal, the precise condition requiring treatment and its 
severity, and the route of administration. The frequency of treatments depends upon a 
number of factors, such as the amount of polynucleotide constmcts administered per dose, as 

35 well as the health and history of the subject. The precise amount, number of doses, and 
timing of doses will be determined by the attending physician or veterinarian. 
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Albumin fusion proteins of the present invention can be administered to any animal, 
preferably to mammals and birds. Preferred mammals include humans, dogs, cats, mice, rats, 
rabbits sheep, cattle, horses and pigs, with humans being particularly preferred. 

5 

Biological Activities 

Albumin fusion proteins and/or polynucleotides encoding albumin fusion proteins of 
the present invention, can be used in assays to test for one or more biological activities. If an 
albumin fusion protein and/or polynucleotide exhibits an activity in a particular assay, it is 

10 likely that the Therapeutic protein corresponding to the fusion portein may be involved in the 
diseases associated with the biological activity- Thus, the fusion protein could be used to treat 
the associated disease- 
Members of the secreted family of proteins are believed to be involved in biological 
activities associated with, for example, cellular signaling. Accordingly, albumin fusion 

15 proteins of the invention and polynucleotides encoding these protiens, may be used in 
diagnosis, prognosis, prevention and/or treatment of diseases and/or disorders associated 
withaberrantactivity of secreted polypeptides. 

In a preferred embodiment, albumin fusion proteins of the invention comprising 
Therapeutic protein portions corresponding to IL-2 and/or INF-beta polypeptides, or 

.20 fragments or variants thereof, are useful in the treatment, prevention, diagnosis, and/or 
detection of diseases, disorders and/or conditions of the immune system. For example, 
albumin fusion proteins of the invention comprising Therapeutic protein portions 
corresponding to IL-2 or fragments or variants thereof are useful in the treatment, prevention, 
diagnosis, and/or detection of diseases, disorders and/or conditions including, but not limited 

25 to, Metastatic renal cell carcinoma and metastatic melanoma; Malignant Melanoma; Renal cell 
carcinoma; HIV infections; Inflammatoiy bowel disorders; Kaposi's sarcoma; Leukaemia; 
Multiple sclerosis; Rheumatoid arthritis; Transplant rejection; Type 1 diabetes mellitus; Lung 
Cancer; Acute myeloid leukaemia; Hepatitis C; Non-Hodgkin's lymphoma; Ovarian cancer, 
and/or as described in the *Tmmune Activity," 'Infectious Disease" and/or "Hyperproliferative 

30 Disorders" sections below. Futher, albumin fusion proteins of the invention comprising 
Therapeutic protein portions corresponding to INF-beta or fragments or variants thereof are 
useful in the treatment, prevention, diagnosis, and/or detection of diseases, disorders and/or 
conditions including, but not limited to, melanomas; solid tumors; Multiple sclerosis; bacterial 
infections; chemoprotection; thrombocytopenia; HTV infections; prostate cancer; cancer; 

35 hematological malignancies; hematological disorders; preleukemia; glioma; hepatitis B; 
hepatitis C; human papillomavirus; pulmonary fibrosis; Age-related macular degeneration; 
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Brain cancer; Glioblastoma multiforme; Liver cancer; Malignant melanoma; Colorectal cancer; 
Crohn's disease; Non-small cell lung cancer; Rheumatoid arthritis; Ulcerative colitis and/or as 
described in the 'Inmiune Activity/' "Infectious Disease" and/or "Hypeiproliferative 
Disorders" sections below. 
5 In a preferred embodiment, albuniin fusion proteins of the invention comprising 

Therapeutic protein portions corresponding to Growth hormone releasing factor polypeptides, 
or fragments or variants thereof, are useful in the treatment, prevention, diagnosis, and/or 
detection of diseases, disorders and/or conditions of growth hormone deficiency. In an 
additional prefened embodiment, albumin fusion proteins of the invention comprising 

10 Therapeutic protein portions corresponding to growtii hormone releasing factor or fragments 
or variants thereof are useful in the treatment, prevention, diagnosis, and/or detection of 
diseases, disorders and/or conditions including, but not limited to, Cachexia; Diagnostic 
Agents; Female Infertility; Growth hormone deficiency; Muscle Wasting; Short Stature; 
Postmenopausal Osteoporosis; Idiopathic growth hormone deficiency and/or as described in 

15 the "Endocrine Disorders," and/or "Reproductive System Disorders" sections below. 

In a preferred embo(Ument, albumin fusion proteins of the invention comprising 
Therapeutic protein portions corresponding to calcitonin and/or parathyroid hormone 
polypeptides, or fragments or variante thereof, are useful in the treatment, prevention, 
diagnosis, and/or detection of diseases, disorders and/or conditions relating to bone. In an 

20 additional preferred embodiment, albumin fusion proteins of the invention comprising 
Therapeutic protein portions corresponding to calcitonin or fragments or variants thereof are 
useful in the treatment, prevention, diagnosis, and/or detection of diseases, disorders and/or 
conditions including, but not limited to, bone disorders, Paget's disease and/or as described 
in the "Endocrine Disorders," and/or "Reproductive System Disorders" sections below. In an 

25 additional preferred embodiment, albumin fusion proteins of the invention comprising 
Therapeutic protein portions corresponding to parathyroid hormone or fragments or variants 
tiiered" are useful in the treatment, prevention, diagnosis, and/or detection of diseases, 
disorders and/or conditions including, but not limited to, Osteoporosis and/or as described in 
the **Bndocrine Disorders," and/or ''Reproductive System Disorders*' sections below. 

30 In preferred embodiments, the present invention encompasses a method of treating a 

disease or disorder listed in the "Preferred Indication Y" colunm of Table 1 comprising 
administering to a patient in which such treatment, prevention or amelioration is desired an 
albumin fusion protein of the invention that comprises a Therapeutic protein portion 
corresponding to a Therapeutic protein disclosed in the 'Therapeutic Protein X" column of 

35 Table 1 (in the same row as the disease or disorder to be treated is Ksted in the "Preferred 
Indication Y** colunm of Table 1) in an amount effective to treat, prevent, diagnose, or 
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ameliorate the disease or disorder. 

In alternative embodiments, fusion proteins of the present invention may be used in 
the diagnosis, prognosis, prevention and/or treatment of diseases and/or disorders relating to 
diseases and disorders of the endocrine system (see, for example, "Endocrine Disorders" 
5 section below), the nervous system (see, for example, "Neurological Disorders" section 
below), the immune system (see, for example, 'Immune Activity" section below), respiratory 
system (see, for example, "Respiratory Disorders" section below), cardiovascular system 
(see, for example, "Cardiovascular Disorders" section below), reproductive system (see, for 
example, "Reproductive System Disorders" section below) digestive system (see, for 
10 example, "Gastrointestinal Disorders" section below), diseases and/or disorders relating to 
cell proliferation (see, for example, "Hyperproliferative Disorders" section below), and/or 
diseases or disorders relating to the blood (see, for example, "Blood-Related Disorders" 
section below). 

In certain embodiments, an albumin fusion protein of the present invention may be 
15 used to diagnose and/or prognose diseases and/or disorders associated with the tissue(s) in 
which the gene corresponding to the Therapeutic protein portion of the fusion porden of the 
invention is expressed. 

Thus, fusion proteins of the invention and polynucleotides encoding albumin fiision 
proteins of the invention are usefid in tbe diagnosis, detection and/or treatment of diseases 
20 and/or disorders associated with activities that include, but are not limited to, prohormone 
activation, neurotransmitter activity, cellular signaling, cellular proliferation, cellular 
differentiation, and cell migration. 

More generally, fusion proteins of the invention and polynucleotides encoding 
albumin fusion proteins of the invention may be useful for the diagnosis, prognosis, 
25 prevention and/or treatment of diseases andyor disorders associated with the following 
systems. 

Immune Activity 

Albumin fusion proteins of the invention and poljmucleotides encoding albumin 
30 fusion proteins of the invention may be useful in treating, preventing, diagnosing and/or 
prognosing diseases, disorders, and/or conditions of the inmiune system, by, for example, 
activating or inhibiting the proliferation, differentiation, or mobilization (chemotaxis) of 
immune cells. Immune cells develop through a process called hematopoiesis, producing 
myeloid (platelets, red blood cells, neutrophils, and macrophages) and lymphoid (B and T 
35 lymphoc3rtes) cells from pluripotent stem cells. The etiology of these immune diseases, 
disorders, and/or conditions may be genetic, somatic, such as cancer and some autoimmune 
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diseases, acquired (e.g., by chemotherapy or toxins), or infectious. Moreover, fusion 
proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention can be used as a marker or detector of a particular immune system disease or 
disorder. 

5 In another embodiment, a fusion protein of the invention and/or polynucleotide 

encoding an albiunin fusion protein of the invention, may be used to treat diseases and 
disorders of the inmiune system and/or to inhibit or enhance an immune response generated 
by cells associated with the tissue(s) in which the polypeptide of the invention is expressed. 

Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 

10 fusion proteins of the invention may be useful in treating, preventing, diagnosing, and/or 
prognosing inmiunodeficiencies, including both congenital and acquired immunodeficiencies. 
Examples of B cell iimnimodeficiencies in which immunoglobuUn levels B cell function 
and/or B cell numbers are decreased include: X-linked agammaglobulinemia (Bruton's 
disease), X-linked infantile agammaglobulinemia, X4inked immunodeficiency with hyper 

15 IgM, non X-linked immunodeficiency with hyper IgM, X-linked lymphoproliferative 
syndrome (XLP), agammaglobulinemia includmg congenital and acquired 
agammaglobulinemda, adult onset agammaglobulinennia, late-onset agammaglobulinemia, 
dysgammaglobulinemia, hypoganmiaglobulinemia, unspecified hypogammaglobulinemia, 
recessive agammaglobulinemia (Swiss type). Selective IgM deficiency, selective IgA 

20 * deficiency, selective IgG subclass deficiencies, IgG subclass deficiency (with or without IgA 
deficiency), Ig deficiency with increased IgM, IgG and IgA deficiency with increased IgM, 
antibody deficiency with normal or elevated Igs, Ig heavy chain deletions, kappa chain 
deficiency, B cell lymphoproliferative disorder (BLPD), conunon variable immunodeficiency 
(CVID), common variable inununodeficiency (CVI) (acquired), and transient 

25 hypogammaglobulinemia of infancy. 

In specific embodiments, ataxia-telangiectasia or conditions associated with ataxia- 
telangiectasia are treated, prevented, diagnosed, and/or prognosing using the, fusion proteins 
of fhe invention and/or polynucleotides encoding albumin fusion proteins of the invention. 

Examples of congenital immunodeficiencies in which T cell and/or B cell function 

30 and/or number is decreased include, but are not limited to: DiGeorge anomaly, severe 
combined immunodeficiencies (SCID) (including, but not limited to, X-linked SCID, 
autosomal recessive SCID, adenosine deaminase deficiency, purine nucleoside phosphorylase 
(PNP) deficiency. Class II MHC deficiency (Bare lymphocyte syndrome), Wiskott-Aldrich 
syndrome, and ataxia telangiectasia), thymic hypoplasia, third and fourth pharyngeal pouch 

35 syndrome, 22ql 1.2 deletion, chronic mucocutaneous candidiasis, natural killer cell deficiency 
(NK), idiopalMc CD4+ T-lymphocytopenia, inmiunodeficiency with predominant T ceD 
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defect (unspecified), and unspecified immunodeficiency of cell mediated immunity. 

In specific embodiments, DiGeorge anomaly or conditions associated with DiGeorge 
anomaly are treated, prevented, diagnosed, and/or prognosed using fusion proteins of the 
invention and/or polynucleotides encoding albumin fusion proteins of the invention. 
5 Other immunodeficiencies that may be treated, prevented, diagnosed, and/or 

prognosed using fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention, include, but are not limited to, chronic granulomatous 
disease, Chediak-Higashi syndrome, myeloperoxidase deficiency, leukocyte glucose-6- 
phosphate dehydrogenase deficiency, X-linked l}anphoproliferative syndrome (XLP), 

10 leukocyte adhesion deficiency, complement component deficiencies (including CI, C2, C3, 
C4, C5, C6, CI, C8 and/or C9 deficiencies), reticular dysgenesis, thjnmic alymphoplasia- 
aplasia, immunodeficiency with thymoma, severe congenital leukopenia, dysplasia with 
immunodeficiency, neonatal neutropenia, short limbed dwarfism, and Nezelof syndrome- 
combined inunuiiodeficiency with Igs. 

15 In a preferred embodiment, the immunodeficiencies and/or conditions associated with 

the unmunodeficiencies recited above are treated, prevented, diagnosed and/or prognosed 
using fusion proteins of the invention and/or polynucleotides encoding albumin fusion 
proteins of the invention. 

In a preferred embodiment fusion proteins of the invention and/or polynucleotides 

20 encoding albumin fusion proteins of the invention could be used as an agent to boost 
immunoresponsiveness among immimodeficient individuals. In specific embodiments, 
fusion proteins of the invention and/or polynucleotides encoding albumin fusion proteins of 
the invention could be used as an agent to boost immunoresponsiveness among B cell and/or 
T cell inomunodeficient individuals. 

25 The albumin fusion proteins of the invention and/or polynucleotides encoding albumin 

fusion proteins of tiie invention may be useful in treating, preventing, diagnosing and/or 
prognosing autoimmune disorders. Many autoimmune disorders result fi-om inappropriate 
recognition of self as foreign material by inunune cells. This inappropriate recognition results 
in an immune response leading to the destmction of the host tissue. Therefore, the 

30 administration of fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention that can inhibit an immune response, particularly the 
proliferation, differentiation, or chemotaxis of T-cells, may be an effective therapy in 
preventing autoimmune disorders. 

Autoimmune diseases or disorders that may be treated, prevented, diagnosed and/or 

35 prognosed by fusion proteins of ftie invention and/or polynucleotides encoding albumin 
fusion proteins of the invention include, but are not limited to, one or more of the following: 
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systemic lupus erythematosus, rheumatoid arthritis, ankylosing spondylitis, multiple 
sclerosis, autoimmune thyroiditis, Hashimoto's thyroiditis, autoimmune hemolytic anemia, 
hemolytic anemia, thrombocytopenia, autoimmune thrombocytopenia purpura, autoimmime 
neonatal thrombocytopenia, idiopathic thrombocytopenia purpura, purpura (e.g., Henloch- 
5 Scoeniein purpura), autoimmunocytopenia, Goodpasture's syndrome. Pemphigus vulgaris, 
myasthenia gravis. Grave's disease (hyperthyroidism), and insulin-resistant diabetes mellitus. 

Additional disorders that are likely to have an autcnmmune component that may be 
treated, prevented, and/or diagnosed with the albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of tibie invention include, but are not limited 

10 to, type n collagen-induced arthritis, antiphospholipid syndrome, dentnatitis, allelic 
encephalomyelitis, myocarditis, relapsing polychondritis, rheumatic heart disease, neuritis, 
uveitis ophthalmia, polyendocrinopathies, Reiter's Disease, Stiff-Man Syndrome, 
autoimmune pulmonary inflammation, autism, Guillain-Barre Syndrome, insulin dependent 
diabetes mellitus, and autoimmune inflammatory eye disorders. 

15 Additional disorders that are likely to have an autoimmune component that may be 

treated, prevented, diagnosed and/or prognosed with Ihe albumin fusion proteins of the 
invention and/or polynucleotides encoding albumin fusion proteins of the invention include, 
but are not limited to, scleroderma with anti-collagen antibodies (often characterized, e.g., by 
nucleolar and other nuclear antibodies), mixed connective tissue disease (often characterized, 

20 e.g., by antibodies to exttactable nuclear antigens (e.g., ribonucleoprotein)), polymyositis 
(often characterized, e.g., by nonhistone ANA), pernicious anemia (often characterized, e.g., 
by antiparietal cell, microsomes, and intrinsic factor antibodies), idiopathic Addison's disease 
(often characterized, e.g., by humoral and cell-mediated adrenal cjrtotoxicity, infertility (often 
characterized, e.g., by antispermatozoal antibodies), glomerulonephritis (often characterized, 

25 e.g., by glomemlar basement membrane antibodies or immune complexes), bullous 
pemphigoid (often characterized, e.g., by IgG and complement in basement membrane), 
Sjogren's syndrome (often characterized, e.g., by multiple tissue antibodies, and/or a specific 
nonhistone ANA (SS-B)), diabetes mellitus (often characterized, e.g., by cell-mediated and 
humoral islet cell antibodies), and adrenergic drug resistance (including adrenergic drug 

30 resistance with asthma or cystic fibrosis) (often characterized, e.g., by beta-adrenergic 
receptor antibodies). 

Additional disorders that may have an autoimmune component that may be treated, 
prevented, diagnosed and/or prognosed with the albumin fusion proteins of the invention 
and/or polynucleotides encoding albumin fusion proteins of the invention include, but are not 
35 limited to, chronic active hepatitis (often characterized, e.g., by smooth muscle antibodies), 
primary biliary cirrhosis (often characterized, e.g., by mitochondria antibodies), other 

109 



wo 01/79258 



PCT/USOl/12008 



endocrine gland failure (often characterized, e.g.» by specific tissue antibodies in some cases), 
vitiligo (often characterized, e.g., by melanocyte antibodies), vasculitis (often characterized, 
e.g., by Ig and complement in vessel walls and/or low serum complement), post-MI (often 
characterized, e.g., by myocardial antibodies), cardiotomy syndrome (often characterized, 
S e.g., by myocardial antibodies), urticaria (often characterized, e.g., by IgG and IgM 
antibodies to IgE), atopic dermatitis (often characterized, e.g., by IgG and IgM antibodies to 
IgE), asthma (often characterized, e.g., by IgG and IgM antibodies to IgE), and many other 
inflammatoiy, granulomatous, degenerative, and atrophic disorders. 

In a preferred embodiment, the autoimmune diseases and disorders and/or conditions 

10 associated with the diseases and disorders recited above are treated, prevented, diagnosed 
and/or prognosed using for example, fusion proteins of the invention and/or polynucleotides 
encoding albumin fusion proteins of the invention. In a specific preferred embodiment, 
rheumatoid arthritis is treated, prevented, and/or diagnosed using fusion proteins of the 
invention and/or polynucleotides encoding albumin fusion proteins of the invention. 

15 In another specific preferred embodiment, systemic lupus erythematosus is treated, 

prevented, and/or diagnosed using fusion proteins of the invention and/or polynucleotides 
encoding albumin fiision proteins of the invention. In another specific preferred embodiment, 
idiopathic thrombocytopenia purpura is treated, prevented, and/or diagnosed using fusion 
proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 

20 invention. 

In another specific preferred embodiment IgA nephropathy is treated, prevented, 
and/or diagnosed using fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention. 

In a preferred embodiment, ttie autoimmune diseases and disorders and/or conditions 

25 associated with the diseases and disorders recited above are treated, prevented, diagnosed 
and/or prognosed using fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention. 

In preferred embodiments, fusion proteins of the invention and/or polynucleotides 
encoding albumin fusion proteins of the invention are used as a immunosuppressive agent(s). 

30 Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 

fusion proteins of the invention may be useful in treating, preventing, prognosing, and/or 
diagnosing diseases, disorders, and/or conditions of hematopoietic cells. Albun^n fusion 
proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention could be used to increase diifi^ntiation and proliferation of hematopoietic cells, 

35 including the pluripotent stem cells, in an effort to treat or prevent those diseases, disorders, 
and/or conditions associated with a decrease in certain (or many) types hematopoietic cells, 
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including but not linaited to, leukopenia, neutropenia, anemia, and tihrombocytopenia. 
Alternatively, fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention could be used to increase differentiation and proliferation of 
hematopoietic cells, including the pluripotent stem cells, in an effort to treat or prevent those 
5 diseases, disorders, and/or conditions associated with an increase in certain (or many) types 
of hematopoietic cells, including but not linuted to, histiocytosis. 

Allergic reactions and conditions, such as asthma (particularly allergic asthma) or 
other respiratory problems, may also be treated, prevented, diagnosed and/or prognosed 
using fusion proteins of the invention • and/or polynucleotides encoding albumin fusion 
10 proteins of the invention. Moreover, these molecules can be used to treat, prevent, prognose, 
and/or diagnose anaphylaxis, hypersensitivity to an antigenic molecule, or blood group 
incompatibility. 

Additionally, fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention, may be used to treat, prevent, diagnose and/or 

15 prognose IgE-mediated allergic reactions. Such allergic reactions include, but are not limited 
to, asthma, rhinitis, and eczema. In specific embodiments, fusion proteins of the invention 
and/or polynucleotides encoding albumin fusion proteins of the invention may be used to 
modulate IgE concentrations in vitro or in vivo. 

Moreover, fusion proteins of the invention and/or polynucleotides encoding albumin 

20 fusion proteins of the invention have uses in the diagnosis, prognosis, prevention, and/or 
treatment of inflammatory conditions. For example, since fusion proteins of the invention 
and/or polynucleotides encoding albumin fusion proteins of the invention may inhibit the 
activation, proliferation and/or differentiation of cells involved in an inflammatory response, 
these molecules can be used to prevent and/or treat chronic and acute inflammatory 

25 conditions. Such inflammatory conditions include, but are not limited to, for example, 
inflammation associated with infection (e.g., septic shock, sepsis, or systemic inflammatory 
response syndrome), ischemia-reperfusion injury, endotoxin lethality, complement-mediated 
hyperacute rejection, nephritis, cytokine or chemokine induced lung injury, inflammatory 
bowel disease, Crohn's disease, over production of cytokines (e.g., TNF or IL-1.), 

30 respiratory disorders (e.g., asthma and allergy); gastrointestinal disorders (e.g., inflammatory 
bowel disease); cancers (e.g., gastric, ovarian, lung, bladder, liver, and breast); CNS 
disorders (e.g., multiple sclerosis; ischemic brain injury and/or stroke, traumatic brain injury, 
neurodegenerative disorders (e.g., Parkinson's disease and Alzheimer's disease); AIDS- 
related dementia; and prion disease); cardiovascular disorders (e.g., atherosclerosis, 

35 myocarditis, cardiovascular disease, and cardiopulmonary bypass complications); as well as 
many additional diseases, conditions, and disorders that are characterized by inflammation 
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(e.g., hepatitis, rheumatoid arthritis, gout, trauma, pancreatitis, sarcoidosis, dermatitis, renal 
ischemia-reperfusion injury. Grave's disease, systemib lupus erythematosus, diabetes 
mellitus, and allogenic transplant rejection). 

Because inflammation is a fundamental defense mechanism, inflammatory disorders 
5 can effect virtually any tissue of the body. Accordingly, fusion proteins of the invention 
and/or polynucleotides encoding albumin fusion proteins of the invention, have uses in the 
treatment of tissue-specific inflammatory disorders, including, but not limited to, adrenalitis, 
alveolitis, angiocholecystitis, appendicitis, balanitis, blepharitis, bronchitis, bursitis, carditis, 
cellulitis, cervicitis, cholecystitis, chorditis, cochlitis, colitis, conjunctivitis, cystitis, 

10 dermatitis, diverticulitis, encephalitis, endocarditis, esophagitis, eustachitis, fibrositis, 
folliculitis, gastritis, gastroenteritis, gingivitis, glossitis, hepatosplenitis, keratitis, 
labyrinthitis, laryngitis, lymphangitis, mastitis, media otitis, meningitis, metritis, mucitis, 
myocarditis, myosititis, myringitis, nephritis, neuritis, orchitis, osteochondritis, otitis, 
pericarditis, peritendonitis, peritonitis, pharyngitis, phlebitis, poliomyelitis, prostatitis, 

15 pulpitis, retinitis, rhinitis, salpingitis, scleritis, sclerochoroiditis, scrotitis, sinusitis, 
spondylitis, steatitis, stomatitis, synovitis, syringitis, tendonitis, tonsillitis, urethritis, and 
vaginitis. 

In specific embodiments, fusion proteins of the invention and/or polynucleotides 
encoding albumin fusion proteins of the invention, are useful to diagnose, prognose, prevent, 

20 and/or treat organ transplant rejections and graft-versus-host disease. Organ rejection occurs 
by host immune cell destmction of the transplanted tissue through an immune response. 
Similarly, an immune response is also involved in GVHD, but, in this case, the foreign 
transplanted immune cells destroy the host tissues. Polypeptides, antibodies, or 
polynucleotides of the invention, and/or agonists or antagonists thereof, that uihibit an 

25 immune response, particularly the activation, proliferation, differentiation, or chemotaxis of 
T-cells, may be an effective therapy in preventing organ rejection or GVHD. In specific 
embodiments, fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention, that inhibit an immune response, particulariy the activation, 
proliferation, differentiation, or chemotaxis of T-cells, naay be an effective therapy in 

30 preventing experimental allergic and hyperacute xenograft rejection. 

In other embodiments, fusion proteins of the invention and/or polynucleotides 
encoding albmnin fusion proteins of the invention, are useful to diagnose, prognose, prevent, 
and/or treat immune complex diseases, including, but not limited to, serum sickness, post 
streptococcal glomerulonephritis, polyarteritis nodosa, and immune complex-induced 

35 vasculitis. 

Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
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fusion proteins of the invention can be used to treat, detect, and/or prevent infectious agents. 
For example, by increasing the inmiune response, particularly increasing the proliferation 
activation and/or differentiation of %B and/or T cells, infectious diseases may be treated, 
detected, and/or prevented. The immune response may be increased by either enhancing an 
5 existing iimnune response, or by initiating a new immune response. Alternatively, fusion 
proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention may also diiectiy inhibit the infectious agent (refer to section of application listing 
infectious agents, etc), without necessarily eliciting an immune response. 

In another embodiment, albumin fusion proteins of the invention and/or 
10 polynucleotides encoding albumin fusion proteins of the invention are used as a vaccine 
adjuvant that enhances immune responsiveness to an antigen. In a specific embodiment, 
albumin fusion proteins of the invention and/or polynucleotides encoding albumin fusion 
proteins of the invention are used as an adjuvant to enhance tumor-specific immune 
■• responses. 

15 In another specific embodiment, albumin fusion proteins of the invention and/or 

polynucleotides encoding albumin fusion proteins of the invention are used as an adjuvant to 
enhance anti-viral immune responses. Anti-viral immune responses that may be enhanced 
>using the compositions of the invention as an adjuvant, include virus and virus associated 
' . diseases or symptoms described herein or otherwise known in the art. In specific 

20 embodiments, the compositions of the invention are used as an adjuvant to enhance an 
immune response to a virus, disease, or symptom selected from the group consisting of: 
AIDS, meningitis. Dengue, EBV, and hepatitis (e.g., hepatitis B). In another specific 
embodiment, the compositions of the invention arc used as an adjuvant to enhance an immune 
response to a virus, disease, or symptom selected ft-om the group consisting of: HTV/AIDS, 

25 respiratory syncytial virus, Dengue, rotavirus, Japanese B encephalitis, influenza A and B, 
parainfluenza, measles, cytomegalovirus, rabies, Junin, Chikungunya, Rift Valley Fever, 
herpes simplex, and yellow fever. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used as an adjuvant to 

30 enhance anti-bacterial or anti-fungal immune responses. Anti-bacterial or anti-fungal immune 
responses that may be enhanced using the compositions of the invention as an adjuvant, 
include bacteria or fungus and bacteria or fungus associated diseases or symptoms described 
herein or otherwise known in the art. In specific embodiments, the compositions of the 
invention are used as an adjuvant to enhance an immune response to a bacteria or fungus, 

35 disease, or symptom selected from the group consisting of: tetanus. Diphtheria, botulism, and 
meningitis type B. 
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In another specific embodiment, Ihe compositions of the invention are used as an 
adjuvant to enhance an immune response to a bacteria or fungus, disease, or symptom 
selected from the group consisting of: Vibrio cholerae, Mycobacterium leprae, Salmonella 
typhi. Salmonella paratyphh Mdsseria meningitidis. Streptococcus pneumoniae^ Group B 
5 streptococcus. Shigella spp.. Enterotoxigenic Escherichia coli, Enterohemorrhagic E. coli, 
eLXkd Borrelia burgdofferi. 

In another specific embodiment, albumin fusion proteins of Ihe invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used as an adjuvant to 
enhance anti-parasitic immune responses. Anti-parasitic immune responses that may be 

10 enhanced using the compositions of the invention as an adjuvant, include parasite and parasite 
associated diseases or symptoms described herein or otherwise known in the art. In specific 
embodiments, the compositions of the invention are used as an adjuvant to enhance an 
inunune response to a parasite. In another specijBc embodiment, the compositions of the 
invention are used as an adjuvant to enhance an immune response to Plasmodium (malaria) or 

IS Leishmania. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention may also be enq>loyed to 
treat infectious diseases including silicosis, sarcoidosis, and idiopathic pulmonary fibrosis; 
for example, by preventing the recruitment and activation of mononuclear phagocytes. 

20 In another specific embodiment, albumin fusion proteins of the invention and/or 

polynucleotides encoding albumin fusion proteins of the invention are used as an antigen for 
the generation of antibodies to inhibit or enhance immune mediated responses against 
polypeptides of the invention. 

In one embodiment, albumin fusion proteins of the invention and/or polynucleotides 

25 encoding albumin fusion proteins of the invention are administered to an animal (e.g., mouse, 
rat, rabbit, hamster, guinea pig, pigs, micro-pig, chicken, camel, goat, horse, cow, sheep, 
dog, cat, non-human primate, and human, most preferably human) to boost Ifae immune 
system to produce increased quantities of one or more antibodies (e.g., IgG, IgA, IgM, and 
IgE), to induce higher affinity antibody production and immunoglobulin class switching 

30 (e-g., IgG, IgA, IgM, and IgE), and/or to increase an immune response. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of tiie invention are used as a stimulator of 
B cell responsiveness to pathogens. 

In another specific embodiment, albumin fusion proteins of the invention and/or 

35 polynucleotides encoding albumin fusion proteins of the invention are used as an activator of 
T cells, 
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In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used as an agent that 
elevates the innmune status of an individual prior to their receipt of immunosuppressive 
therapies* 

5 In another specific embodiment, albumin fusion proteins of the invention and/or 

polynucleotides encoding albumin fusion proteins of the invention are used as an agent to 
induce higher affinity antibodies. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used as an agent to 
10 increase serum immunoglobulin concentrations. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used as an agent to 
accelerate recovery of immunocompromised individuals. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
15 polynucleotides encoding albumin fusion proteins of the invention are used as an agent to 
boost immunoresponsiveness among aged populations and/or neonates. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used as an immune 
system enhancer prior to, during, or after bone marrow transplant and/or other transplants 
20 (e.g., allogeneic or xenogeneic organ transplantation). With respect to transplantation, 
compositions of the invention may be administered prior to, concomitant with, and/or after 
transplantation. In a specific embodiment, compositions of the invention are administered 
after transplantation, prior to the beginning of recovery of T-cell populations. In another 
specific embodiment, compositions of the invention are first administered after transplantation 
25 after the beginning of recovery of T cell populations, but prior to full recovery of B cell 
populations. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used as an agent to 
boost immunoresponsiveness among individuals having an acquired loss of B cell function. 

30 Conditions resulting in an acquired loss of B cell function that may be ameliorated or treated 
by administering the albumin fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention, include, but are not limited to, HIV Infection, 
AIDS, bone marrow transplant, and B cell chronic lymphocytic leukemia (CLL). 

In another specific embodiment, albumin fusion proteins of the invention and/or 

35 polynucleotides encoding albumin fusion proteins of the invention are used as an agent to 
boost immunoresponsiveness among individuals having a temporary immune deficiency. 
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Conditions resulting in a temporary immune deficiency that may be ameliorated or treated by 
administering the albumin fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention, include, but are not limited to, recovery from viral 
infections (e.g., influenza), conditions associated with malnutrition, recovery from infectious 

5 mononucleosis, or conditions associated with stress, recovery from measles, recovery from 
blood transfusion, and recovery from surgery. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
poljmiucleotides encoding albumin fusion proteins of tiie invention are used as a regulator of 
antigen presentation by monocytes, dendritic cells, and/or B-cells. In one embodiment, 

10 albumin fusion proteins of the invention and/or polynucleotides encoding albumin fusion 
proteins of tiie invention enhance antigen presentation or antagonizes antigen presentation in 
vitro or in vivo. Moreover, in related embodiments, this enhancement or antagonism of 
antigen presentation may be useful as an anti-tumor treatment or to modulate the immune 
system. 

15 In another- specific embodiment, albumin fusion proteins of the invention and/or 

polynucleotides encoding albumin fusion proteins of tiie invention are used as an agent to 
direct an individual's hnmune system towardis development of a humoral response (i.e. THE) 
as opposed to a THl cellular response. 

In another spedfic embodiment, albumin fusion proteins of tiie invention and/or 

20 polynucleotides encoding albumin fusion proteins of the invention are used as a means to 
induce tumor proliferation and thus make it more susceptible to anti-neoplastic agents. For 
example, multiple myeloma is a slowly dividing disease and is thus refractory to virtually all 
anti-neoplastic regimens. If these cells were forced to proliferate more rapidly their 
susceptibility profile would Ukely change. 

25 In another specific embodiment, albumin fusion proteins of the invention and/or 

polynucleotides encoding albumin fusion proteins of the invention are used as a stimulator of 
B cell production in patiiologies such as AIDS, chronic lymphocyte disorder and/or Common 
Variable Immunodificiency. 

In another specific embodiment, albumin fusion proteins of the invention and/or 

30 polynucleotides encoding albumm fusion proteins of the invention are used as a therapy for 
generation and/or regeneration of lymphoid tissues following surgery, trauma or genetic 
defect. In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used in the pretreatment 
of bone marrow samples prior to transplant 

35 In another specific embodiment, albumin fusion proteins of the invention and/or 

polynucleotides encoding albumin fusion proteins of the invention are used as a gene-based 
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therapy for genetically inherited disorders resulting in inununo- 
incompetence/immunodeficiency such as observed among SCBD patients. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used as a means of 
5 activating monocytes/macrophages to defend against parasitic diseases that effect monocytes 
such as Leishmania. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used as a means of 
regulating secreted cytokines that are elicited by polypeptides of tiie invention. 

10 In another embodiment, albumin fusion proteins of the invention and/or 

polynucleotides encoding albumin fusion proteins of the invention are used in one or more of 
the applications decribed herein, as they may apply to veterinary medicine. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used as a means of 

15 blocking various aspects of inmiune responses to foreign agents or self. Examples of 
diseases or conditions in which blocking of certain aspects of immune responses may be 
desired include autoimmune disorders such as lupus, and arthritis, as well as 
iimnunoresponsiveness to skin allergies, inflanmiation, bowel disease, injury and 
diseases/disorders associated with pathogens: 

20 In another specific embodiment, albumin fusion proteins of the invention and/or 

polynucleotides encoding albumin fusion proteins of the invention are used as a thempy for 
preventing the B cell proliferation and Ig secretion associated with autoimmune diseases such 
as idiopathic thrombocytopenic purpura, systemic lupus erythematosus and multiple sclerosis. 
In another specific embodiment, polypeptides, antibodies, polynucleotides and/or 

25 agonists or antagonists of the present fusion proteins of the invention and/or polynucleotides 
encoding albumin fusion proteins of the invention invention are used as a inhibitor of B 
and/or T cell migration in endothelial cells. This activity disrapts tissue architecture or 
cognate responses and is useful, for example in disrupting imnume responses, and blocking 
sepsis. 

30 In another specific embodiment, albumin fusion proteins of the invention and/or 

polynucleotides encoding albumin fusion proteins of the invention are used as a therapy for 
chronic hypergammaglobulinemia evident in such diseases as monoclonal gammopathy of 
undetermined significance (MGUS), Waldenstrom's disease, related idiopathic monoclonal 
gammopathies, and plasmacytomas. 

35 In another specific embodiment, albiunin fusion proteins of the invention and/or 

polynucleotides encoding albunmi fusion proteins of the invention may be employed for 
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instance to inhibit polypeptide chemotaxis and activation of macrophages and their precursors, 
and of neutrophils, basophils, B lymphocytes and some T-cell subsets, e.g., activated and 
CDS cytotoxic T cells and natural killer cells, in certain autoimmune and chronic inflammatory 
and infective diseases. Examples of autoimmune diseases are described herein and include 
5 multiple sclerosis, and insulin-dependent diabetes. 

The albunodn fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the Invention may also be employed to treat idiopathic hyper-eosinophilic 
syndrome by, for example, preventing eosinophil production and migration. 

In another speciJSc embodiment, albumin fusion proteins of tiie invention and/or 

10 polynucleotides encoding albumin fusion proteins of the invention are used to enhance or 
inhibit complement mediated cell lysis. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used to enhance or 
inhibit antibody dependent cellular cytotoxicity. 

15 In another specific embodiment, albumin fusion proteins of the invention and/or 

polynucleotides encoding albumin fusion proteins of the invention may also be employed for 
treating atheiosclerosis, for example, by preventing monocyte infiltration in the artery wall. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of tiie invention may be employed to treat 

20 adult respiratory distress syndrome (ARDS). 

In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention may be useful for 
stimulating wound and tissue repair, stimulating angiogenesis, and/or stimulating the repair of 
vascular or lymphatic diseases or disorders. Additionally, fusion proteins of the invention 

25 and/or polynucleotides encoding albumin fusion proteins of die invention may be used to 
stimulate the regeneration of mucosal surfaces. 

In a specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used to diagnose, 
prognose, treat, and/or prevent a disorder characterized by primary or acquired 

30 immunodeficiency, deficient serum innnunoglobulin production, recurrent infections, and/or 
immune system dysfunction. Moreover, fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention may be used to treat or 
prevent infections of the joints, bones, skin, and/or parotid glands, blood-bome infections 
(e.g., sepsis, meningitis, septic arthritis, and/or osteomyeHtis), autoimmune diseases (e.g., 

35 those disclosed herein), inflammatory disorders, and malignancies, and/or any disease or 
disorder or condition associated with these infections, diseases, disorders and/or 
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malignancies) including, but not limited to, CVBD, other primary inmnine deficiencies, HIV 
disease, CLL, recurrent bronchitis, sinusitis, otitis mfedia, conjunctivitis, pneumonia, 
hepatitis, meningitis, heipes zoster (e.g., severe herpes zoster), and/or Pneumocystis camii. 
Other diseases and disorders that may be prevented, diagnosed, prognosed, and/or treated 
5 with fusion proteins of the invention and/or polynucleotides encoding albumin fusion proteins 
of the invention include, but are not limited to, HIV infection, HTLV-BLV infection, 
lymphopenia, phagocyte bactericidal dysfunction anemia, thrombocytopenia, and 
hemoglobinuria. 

In anodic embodiment, albumin fusion proteins of die invention and/or 

10 polynucleotides encoding albumin fusion proteins of the invention are used to treat, and/or 
diagnose an individual having common variable immunodeficiency disease ("CVID"; also 
known as "acquired agammaglobulinemia" and "acquired hypogammaglobulinemia") or a 
subset of this disease. 

In a specific embodiment, albumin fusion proteins of the invention and/or 

15 polynucleotides encoding albumin fusion proteins of the invention may be used to diagnose, 
prognose, prevent, and/or treat cancers or neoplasms including immune cell or immune 
tissue-related cancers or neoplasms. Examples of cancers or neoplasms that may be 
prevented, diagnosed, or treated by fusion proteins of the invention and/ox polynucleotides 
encoding albumin fusion proteins of the invention include, but are not limited to, acute 

20 myelogenous leukemia, chronic myelogenous leukemia, Hodgkin's disease, non-Hodgkin's 
lymphoma, acute lymphocytic anemia (ALL) Chronic lymphocyte leukemia, plasmacytomas, 
multiple myeloma, Burkitt's lymphoma, EBV-transformed diseases, and/or diseases and 
disorders described in the section entitied "Hj^erproliferative Disorders" elsewhere herein. 

In another specific embodiment, albumin fusion proteins of the invention and/or 

25 polynucleotides encoding albumin fusion proteins of the invention are used as a therapy for 
decreasing cellular proliferation of Large B-cell Lymphomas. 

In another specific embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used as a means of 
decreasing the involvement of B cells and Ig associated with Chronic Myelogenous 

30 Leukemia. 

In specific embodiments, the compositions of the invention are used as an agent to 
boost immunoresponsiveness among B cell immxmodeficient individuals, such as, for 
example, an individual who has undergone a partial or complete splenectomy. 

35 Blood-Related Disorders 

The albunnin fusion proteins of the invention and/or polynucleotides encoding albumin 
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fusion proteins of the invention may be used to modulate hemostatic (the stopping of 
bleeding) or thrombolytic (clot dissolving) activity. For example, by increasing hemostatic or 
thrombolytic activity, fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention could be used to treat or prevent blood coagulation 
5 diseases, disorders, and/or conditions (e.g., afibrinogenemia, factor deficiencies, 
hemophilia), blood platelet diseases, disorders, and/or conditions (e.g., thrombocytopenia), 
or wounds resulting from trauma, surgery, or other causes. Alternatively, fusion proteins of 
the invention and/or polynucleotides encoding albumin fusion proteins of the invention that 
can decrease hemostatic or thrombolytic activity could be used to inhibit or dissolve clotting. 
1 0 These molecules could be important in the treatment or prevention of heart attacks (infarction), 
strokes, or scarring. 

In specific embodiments, the albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention may be used to prevent, 
diagnose, prognose, and/or treat thrombosis, arterial thrombosis, venous thrombosis, 

15 thromboembolism, pulmonary embolism, atherosclerosis, myocardial infarction, transient 
ischemic attack, unstable angina. In specific embodiments, the albumin fusion proteins of tiie 
invention and/or polynucleotides encoding albumin fusion proteins of the invention may be 
used for the prevention of occulsion of saphenous grafts, for reducing the risk of 
periprocedural thrombosis as might accompany angioplasty procedures, for reducing the risk 

20 of stroke in patients with atrial fibrillation including nonrheumatic atrial fibrillation, for 
reducing tiie risk of embolism associated with mechanical heart valves and or mitral valves 
disease. Other uses for the albumin fusion proteins of the invention and/or polynucleotides 
encoding albumin fusion proteins of the invention, include, but are not Umited to, the 
prevention of occlusions in extrcorporeal devices (e.g., intravascular canulas, , vascular access 

25 shunts in hemodialysis patients, hemodialysis machines, and cardiopulmonary bypass 
machines). 

In another embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of tiie invention, may be used to prevent, 
diagnose, prognose, and/or treat diseases and disorders of the blood and/or blood forming 

30 organs associated with the tissue(s) in which the polypeptide of the invention is expressed. 

The fusion proteins of the invention and/or polynucleotides encoding albumin fusion 
proteins of the invention may be used to modulate hematopoietic activity (the formation of 
blood cells). For example, the albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention may be used to increase the 

35 quantity of all or subsets of blood cells, such as, for example, erythrocytes, lymphocytes (B 
or T cells), myeloid cells (e.g., basophils, eosinophils, neutrophils, mast cells, macrophages) 
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and platelets. The ability to decrease the quantity of blood cells or subsets of blood cells may 
be useful in the prevention, detection, diagnosis and/or treatment of anemias and leukopenias 
described below. Alternatively, the albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention may be used to decrease 
5 the quantity of all or subsets of blood cells, such as, for example, eiythrocytes, lymphocjrtes 
(B or T cells), myeloid cells (e.g., basophils, eosinophils, neutrophils, mast cells, 
macrophages) and platelets.. The ability to decrease flie quantity of blood cells or subsets of 
blood cells may be useful in the prevention, detection, diagnosis and/or treatment of 
leukocytoses, such as, for example eosinophilia. 

10 The fusion proteins of the invention and/or polynucleotides encoding albumin fusion 

proteins of the invention may be used to prevent, treat, or diagnose blood dyscrasia. 

Anemias are conditions in which the number of red blood cells or amount of 
hemoglobin (the protein that carries oxygen) in them is below normal. Anemia may be caused 
by excessive bleeding, decreased red blood cell production, or increased red blood cell 

15 destruction (hemolysis). The albiunin fui^on proteins of the invention and/or polynuclebtides 
encoding albumin fusion proteins of the invention may be useful in treating, preventing, 
and/or diagnosing anemias. Anen[uas that may be treated prevented or diagnosed by tihie 
albumin fusion proteins of the invention and/or polynucleotides encoding albuinin fusion 
proteins of the invention include iron deficiency anemia, hypochromic anemia, microcytic. 

20 anemia, chlorosis, hereditary siderob;astic anemia, idiopathic acquired sideroblastic anemia, 
red cell aplasia, megaloblastic anemia (e.g., pernicious anemia, (vitamin B12 deficiency) and 
folic acid deficiency anemia), aplastic anemia, hemolytic anemias (e.g., autoimmune helolytic 
anemia, microangiopathic hemolytic anemia, and paroxysmal noctumai hemoglobinuria). The 
albumin fusion proteins of the invention and/or polynucleotides encoding albumin fusion 

25 proteins of the invention may be useful in treating, preventing, and/or diagnosing anemias 
associated with diseases including but not limited to, anemias associated with systemic lupus 
eiythematosus, cancers, lymphomas, chronic renal disease, and enlarged spleens. The 
albumin fusion proteins of the invention and/or polynucleotides encoding albumin fusion 
proteins of the invention may be useful in treating, preventing, and/or diagnosing anendas 

30 arising from drug treatments such as anemias associated with methyldopa, dapsone, and/or 
sulfadrugs. Additionally, fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention may be useful in treating, preventing, and/or 
diagnosing anemias associated with abnormal red blood cell architecture including but not 
limited to, hereditary spherocytosis, hereditary elliptpcytosis, glucose-6-phosphate 

35 dehydrogenase deficiency, and sickle cell anenua. 

The albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
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fusion proteins of the invention may be useful in treating, preventing, and/or diagnosing 
hemoglobin abnormalities, (e.g., those associated with sickle cell anemia, hemoglobin C 
disease, hemoglobin S-C disease, and hemoglobin E disease). Additionally, the albumin 
fusion proteins of the invention and/or po]3mucleotides encoding albumin fusion proteins of 
5 the invention may be useful in diagnosing, prognosing, preventing, and/or treating 
thalassemias, including, but not limited to, major and minor forms of alpha-thalassemia and 
beta-thalassemia. 

In another embodiment, the albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention may be useful in 

10 diagnosing, prognosing, preventing, and/or treating bleeding disorders including, but not 
limited to, thrombocytopenia (e.g., idiopathic thrombocytopenic purpura, and thrombotic 
thrombocytopenic purpura). Von Willebrand's disease, hereditary platelet disorders (e.g., 
storage pool disease such as Chediak-Higashi and Hermansky-Pudlak syndromes, 
thromboTcane A2 dysfunction, diromboasthenia, and Bemard-Soulier syndrome), hemolytic- 

15 uremic syndrome, hemophelias such as hemopheha A or Factor VU deficiency and Christmas 
disease or Factor IX deficiency, Hereditaiy Hemorhhagic Telangiectsia, also known as 
Rendu-Osler-Weber syndrome, allergic purpura (Henoch Schonlein purpura) and 
disseminated intravascular coagulation. 

The effect of the albunciin fusion proteins of the invention and/or polynucleotides 

20 encoding albumin fusion proteins of the invention on the clotting time of blood may be 
monitored using any of the clotting tests Icnown in the art including, but not limited to, whole 
blood partial thromboplastin time (PTT), the activated partial thromboplastin time (aPTT),< the 
activated clotting time (ACT), the recalcified activated clotting time, or the Lee-White Qotting 
time. 

25 Several diseases and a variety of drugs can cause platelet dysfunction. Thus, in a 

specific embodiment, the albumin fusion proteins of the invention and/or polynucleotides 
encoding albumin fusion proteins of tiie invention may be useful in cfiagnosing, prognosing, 
preventing, and/or treating acquired platelet dysfunction such as platelet dysfunction 
accompanying kidney failure, leukemia, multiple myeloma, cirrhosis of the liver, and 

30 systemic lupus erythematosus as well as platelet dysfunction associated with dmg treatments, 
including treatment with aspirin, ticlopidine, nonsteroidal anti-inflanunatory drugs (used for 
artiiritis, pain, and sprains), and penicillin in high doses. 

In another embodiment, the albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention may be useful in 

35 diagnosing, prognosing, preventing, and/or treating diseases and disorders characterized by 
or associated with increased or decreased numbers of white blood cells. Leukopenia occurs 
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when the number of white blood cells decreases below normal. Leukopenias include, but are 
not limited to, neutropenia and lymphocytopenia. An increase in the number of white blood 
cells compared to normal is known as leukocytosis. The body generates increased numbers 
of white blood cells during infection. Thus, leukocytosis may simply be a normal 

5 physiological parameter that reflects infection. Alternatively, leukocytosis may be an indicator 
' of injury or other disease such as cancer. Leokocytoses, include but are not limited to, 
eosinophilia, and accumulations of macrophages. In specific embodiments, fhe albumin 
fusion proteins of the invention and/or polynucleotides encoding albiunin fusion proteins of 
Hit invention may be useful in diagnosing, prognosing, preventing, and/or treating 

10 leukopenia. In other specific embodiments, the albumin fusion proteins of the invention 
and/or polynucleotides encoding albumin fusion proteins of the invention may be useful in 
diagnosing, prognosing, preventing, and/or treating leukocytosis. 

Leukopenia nniay be a generalized decreased in all types of white blood cells, or may 
be a specific depletion of particular types of white blood cells. Thus, in specific 

15 embodiments, the albumin fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention may be useful in diagnosing, prognosing, 
preventing, and/or treating decreases in neutrophil numbers, known as neutropenia. 
Neutropenias lliat may be diagnosed, prognosed, prevented, and/or treated by the albumin 
fusion proteins of the invention and/or polynucleotides encoding albumin fusion proteins of 

20 the invention include, but are not limited to, infantile genetic agranulocytosis, familial 
neutropenia, cyclic neutropenia, neutropenias resxilting from or associated with dietary 
deficiencies (e.g., vitamin B 12 deficiency or fohc acid deficiency), neutropenias resulting 
from or associated with drug treatments (e.g., antibiotic regimens such as penicillin treatment, 
sulfonamide treatment, anticoagulant treatment, anticonvulsant drugs, anti-thyroid drugs, and 

25 cancer chemotherapy), and neutropenias resulting from increased neutrophil destruction that 
may occur in association with some bacterial or viral infections, allergic disorders, 
autoimmune diseases, conditions in which an individual has an enlarged spleen (e.g., Felty 
syndrome, malaria and sarcoidosis), and some drug treatment regimens. 

The albumin fusion proteins of the invention and/or polynucleotides encoding albumin 

30 fusion proteins of the invention may be useful in diagnosing, prognosing, preventing, and/or 
treating lymphocytopenias (decreased numbers of B and/or T lymphocytes), including, but 
not limited to, lymphocytopenias resulting from or associated with stress, drug treatments 
(e.g., drug treatment with corticosteroids, cancer chemotherapies, and/or radiation therapies), 
AIDS infection and/or other diseases such as, for example, cancer, rheumatoid arthritis, 

35 systemic lupus erythematosus, chronic infections, some viral infections and/or hereditary 
disorders (e.g., DiGeorge syndrome, Wiskott-Aldrich Syndome, severe combined 
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iimnunodeficiency, ataxia telangiectsia). 

The albumin fusion proteins of the invention and/or pol)niucleotides encoding albumin 
fusion proteins of the invention may be useful in diagnosing, prognosing, preventing, and/or 
treating diseases and disorders associated with macrophage numbers and/or macrophage 
5 function including, but not limited to, Gaucher's disease, Niemann-Pick disease, Letterer- 
Siwe disease and Hand-Schuller-Christian disease. 

In anoflier embodiment, the albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention may be useful in 
diagnosing, prognosing, preventing, and/or treating diseases and disorders associated with 
10 eosinophil numbers and/or eosinophil function including, but not limited to, idiopathic 
hypereosinophilic syndrome, eosinophilia-myalgia syndrome, and Hand-Schuller-Christian 
disease. 

. In yet another embodiment, the albumin fusion proteins of the invention and/or 
polynucleotides encoding albimiin fusion proteins of the invention may be useful in 
15 diagnosing, prognosing, preventing, and/or treating leukemias and lymphomas including, but 
not limited to, acute lymphocytic (lymphpblastic) leukemia (ALL), acute myeloid (myelocytic, 
myelogenous, myeloblastic, or myelomonocytic) leukemia, chronic lymphocytic leukemia 
(e.g., B cell leukemias, T cell leukemias, Sezaiy syndrome, and Hairy cell leukenia), chronic 
myelocytic (myeloid, myelogenous, or granulocytic) leukemia, Hodgkin's lymphoma, non- 
20 hodgkin'slymphoma, Burkitt's lymphoma, and mycosis fungoides. 

In olher embodiments, the albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention may be useiful in 
diagnosing, prognosing, preventing, and/or treating diseases and disorders of plasma cells 
including, but not limited to, plasma cell dyscrasias, monoclonal gammaopatiiies, monoclonal 
25 gammopathies of undetermined significance, multiple myeloma, macroglobulinemia, 
Waldenstrom's macroglobulinemia, cryoglobulinemia, and Raynaud's phenomenon* 

In otiier embodiments, tiie albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention may be useful in treating, 
preventing, and/or diagnosing myeloproliferative disorders, including but not limited to, 
30 polycyti[iemia vera, relative polycytiiemia, secondary polycyfliemia, myelofibrosis, acute 
myelofibrosis, agnogenic myelod metaplasia, thrombocythcmia, (including both primary and 
seconday thrombocythemia) and chronic myelocytic leukemia. 

In other embodiments, the albumin fusion proteins of the invention and/or 
poljTiucleotides encoding albumin fusion proteins of the invention may be useful as a 
35 treatment prior to surgery, to increase blood cell production. 

In other embodiments, the albumin fusion proteins of the invention and/or 
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pol)aiucleotides encoding albumin fusion proteins of the invention may be useful as an agent 
to enhance the migration, phagocytosis, superoxide production, antibody dependent cellular 
cytotoxicity of neutrophils, eosionophils and macrophages. 

In other embodiments, the albumin fusion proteins of the invention and/or 
5 polynucleotides encoding albumin fusion proteins of the invention may be useful as an agent 
to increase the number of stem cells in circulation prior to stem cells pheresis. In another 
specific embodiment, tiie albumin fusion proteins of tfie invention and/or pol3mucleotides 
encoding albumin fusion proteins of the invention may be useful as an agent to increase the 
number of stem cells in circulation prior to platelet pheresis. 
10 In other embodiments, the albumin fusion proteins of the invention and/or 

polynucleotides encoding albumin fusion proteins of the invention may be useful as an agent 
to increase cytokine production. 

In other embodiments, the albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention may be useful in 
, 15 preventing, diagnosing, and/or treating primary hematopoietic disorders. 

Hvperproliferative Disorders 

In certain embodiments, fusion proteins of the invention and/or polynucleotides 

20 encoding albunnin fusion proteins of the invention can be used to treat or detect 
hyperproliferative disorders, including neoplasms. Albumin fusion proteins of the invention 
and/or polynucleotides encoding albumin fusion proteins of the invention may inhibit the 
proliferation of the disorder through direct or indirect interactions. Alternatively, fusion 
proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 

25 invention may proliferate other cells which can inhibit the hyperproliferative disorder. 

For example, by increasing an immune response, particularly increasing antigenic 
qualities of the hyperproliferative disorder or by proliferating, differentiating, or mobilizing T- 
cells, hyperproliferative disorders can be treated. This immune response may be increased by 
either enhancing an existing inunune response, or by initiating a new inuiume response. 

30 Alternatively, decreasing an immune response may also be a method of treating 
hyperproliferative disorders, such as a chemotherapeutic agent 

Examples of hyperproliferative disorders that can be treated or detected by fusion 
proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention include, but are not limited to neoplasms located in the: colon, abdomen, bone, 

35 breast, digestive system, liver, pancreas, peritoneum, endocrine glands (adrenal, parathyroid, 
pituitary, testicles, ovary, thymus, thyroid), eye, head and neck, nervous (central and 



125 



wo 01/79258 



PCWSOl/12008 



peripheral), lymphatic system, pelvis, skin, soft tissue, spleen, thorax, and urogenital tract. 

Similarly, other hyperproliferative disorders can also be treated or detected by fusion 
proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention. Examples of such hyperproliferative disorders include, but are not limited to: 
S Acute Childhood Lymphoblastic Leukemia, Acute Lymphoblastic Leukemia, Acute 
Lymphocytic Leukemia, Acute Myeloid Leukemia, Adrenocortical Carcinoma, Adult 
(Primaiy) Hepatocellular Cancer, Adult (Primary) Dver Cancer, Adult Acute Lymphocytic 
Leukemia, Adult Acute Myeloid Leukemia, Adult Hodgkin's Disease, Adult Hodgkin's 
Lymphoma, Adult Lymphocytic Leukemia, Adult Non-Hodgkin's Lymphoma, Adult Primary 

10 Liver Cancer, Adult Soft Tissue Sarcoma, AIDS-Related Lymphoma, AIDS-Related 
Malignancies, Anal Cancer, Astrocytoma, Bile Duct Cancer, Bladder Cancer, Bone Cancer, 
Brain Stem Glioma, Brain Tumors, Breast Cancer, Cancer of the Renal Pelvis and Ureter, 
Central Nervous System (Primary) Lymphonria, Central Nervous System Lymphoma, 
Cerebellar Astrocytoma, Cerebral Astrocytoma, Cervical Cancer, Childhood (Primary) 

15 Hepatocellular Cancer, Childhood (Prinnaiy) liver Cancer, Childhood Acute Lymphoblastic 
Leukemia, Childhood Acute Myeloid Leukemia, Childhood Brain Stem Glioma, Childhood 
Cerebellar Astroc3^ma, Childhood Cerebral Astrocytoma, Childhood Extracranial Germ Cell 
Tumors, Childhood Hodgkin's Disease, Childhood Hodgkin's Lymphoma, Childhood 
Hypothalamic and Visual Pathway Glioma, Childhood Lymphoblastic Leukemia, Childhood 

20 Medullobiastoma, Childhood Non-Hodgkin's Lymphoma, Childhood Pineal and 
Supratentorial Primitive Neuroectodermal Tumors, Childhood Primary Dver Cancer, 
Childhood Rhabdomyosarcoma, Childhood Soft Tissue Sarcoma, Childhood Visual Pathway 
and Hypothalamic Glioma, Chronic Lymphocytic Leukemia, Chronic Myelogenous 
Leukemia, Cblon Cancer, Cutaneous T-OU Lymphoma, Endocrine Pancreas Islet Cell 

25 Carcinoma, Endometrial Cancer, Ependymoma, ]^ithelial Cancer, Esophageal Cancer, 
Ewing's Sarcoma and Related Tumors, Exocrine Pancreatic Cancer, Extracranial Germ Cell 
Tumor, Extragonadal Germ Cell Tumor, Extrahepatic Bile Duct Cancer, Eye Cancer, Female 
Breast Cancer, Gaucher* s Disease, Gallbladder Cancer, Gastric Cancer, Gastrointestinal 
Carcinoid Tiunor, Gastrointestinal Tumors, Germ Cell Tumors, Gestational Trophoblastic 

30 Tumor, Hairy Cell Leukemia, Head and Neck Cancer, Hepatocellular Cancer> Hodgkin's 
Disease, Hodgkin's Lymphoma, Hypergammaglobulinemia, Hypophaiyngeal Cancer, 
Intestinal Cancers, Intraocular Melanoma, Islet Cell Carcinoma, Islet Cell Pancreatic Cancer, 
Kaposi^s Sarcoma, Kidney Cancer, Laryngeal Cancer, Lip and Oral Cavity Cancer, Liver 
Cancer, Lung Cancer, Lymphoproliferative Msorders, Macroglobulinemia, Male Breast 

35 Cancer, Malignant Mesothelioma, Malignant Thymoma, Medullobiastoma, Melanoma, 
Mesothelioma, Metastatic Occult Primary Squamous Neck Cancer, Metastatic Primary 

126 



wo 01/79258 



PCT/USOl/12008 



Squamous Neck Cancer, Metastatic Squamous Neck Cancer, Multiple Myeloma, Multiple 
Myeloma/Plasma Cell Neoplasm, Myelodysplastic Syndrome, Myelogenous Leukemia, 
Myeloid Leukemia, Myeloproliferative Disorders, Nasal Cavity and Paranasal Sinus Cancer, 
Nasopharyngeal Cancer, Neuroblastoma, Non-Hodgkin's Lymphoma During Pregnancy, 
5 Nonmelanoma Skin Cancer, Non-Small Cell Lung Cancer, Ck:cult Prinfiaiy Metastatic 
Squamous Neck Cancer, Oropharyngeal Cancer, Osteo-ZMalignant Fibrous Sarcoma, 
Osteosarcoma/Malignant Hbrous Histiocytoma, Osteosarcoma/Malignant Fibrous 
Histiocytoma of Bone, Ovarian !^itiielial Cancer, Ovarian Gemi Cell Tumor, Ovarian Low 
Malignant Potential Tumor, Pancreatic Cancer, Paraproteinemias, Purpura, Parathyroid 

10 Cancer, Penile Cancer, Pheochromocytoma, Pituitary Tumor, Plasma Cell Neoplasm/Multiple 
Myeloma, Primary Central Nervous System Lymphoma, Primary Liver Cancer, Prostate 
Cancer, Rectal Cancer, Renal Cell Cancer, Renal Pelvis and Ureter Cancer, Retinoblastoma, 
Rhabdomyosarcoma, Salivary Gland Cancer, Sarcoidosis Sarcomas, Sezary Syndrome, Skin 
Caiicer, Small Cell Lung Cancer, Small Intestine Cancer, Soft Tissue Sarcoma, Squamous 

15 Neck Cancer, Stomach Cancer, Supratentorial Primitive Neuroectodermal and Pineal Tumors, 
T-Cell Lymphoma, Testicular Cancer, Thymoma, Thyroid Cancer, Tranational Cell Cancer 
of the Renal Ptelvis and Ureter, Transitional Renal Pelvis and Ureter Cancer, Trophoblastic 
Tumors, Ureter and Renal Pelvis Cell Cancer, Urethral Cancer, Uterine Cancer, Uterine 
Sarcoma, Vaginal Cancer, Visual Pathway and Hypothalamic Glioma, Vulvar Cancer, 

20 Waldenstrom's Macroglobulinemia, Wilms* Tumor, and any other h3rperprolrferative disease, 
besides neoplasia, located in an organ system listed above. 

In another preferred embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used to diagnose, 
prognose, prevent, and/or treat premalignant conditions and to prevent progression to a 

25 neoplastic or malignant state, including but not limited to those disorders described above. 
Such uses are indicated in conditions known or suspected of preceding progression to 
neoplasia or cancer, in particular, where non-neoplastic cell growth consisting of hyperplasia, 
metaplasia, or most particularly, dysplasia has occurred (for review of such abnomfial growth 
conditions, see Robbins and Angell, 1976, Basic Pathology, 2d Ed., W. B. Saunders Co., 

30 Philadelphia, pp. 68-79.) 

Hyperplasia is a form of controlled cell proliferation, involving an increase in cell 
number in a tissue or organ, without significant alteration in structure or function. 
Hyperplastic disorders which can be diagnosed, prognosed, prevented, and/or treated with 
fusion proteins of the invention and/or polynucleotides encoding albumin fusion proteins of 

35 the invention include, but are not limited to, angiofoUicular mediastinal lymph node 
hyperplasia, angiolymphoid hyperplasia with eosinophilia, atypical meianocytic hyperplasia, 
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basal cell hyperplasia, benign giant lymph node hyperplasia, cementum hyperplasia, 
congenital adrenal hyperplasia, congenital sebaceous hyperplasia, cystic hyperplasia, cystic 
hyperplasia of the breast, denture hyperplasia, ductal hyperplasia, endometrial hyperplasia, 
fibromuscular hyperplasia, focal epithelial hyperplasia, gingival hyperplasia, inflammatory 
5 fibrous hyperplasia, inflammatoxy pafnllary hyperplasia, intravascular papillary endothelial 
hyperplasia, nodular hyperplasia of prostate, nodular regenerative hyperplasia, 
pseudoepitheliotnatous hyperplasia, senile sebaceous hyperplasia, and verrucous 
hyperplasia. 

Metaplasia is a form of controlled cell growth in which one type of adult or fully 

10 differentiated cell substitutes for another type of adult cell. Metaplastic disorders which can be 
diagnosed, prognosed, prevented, and/or treated with fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention include, but are not Umited 
to, agnogenic myeloid metaplasia, apocrine metaplasia, atypical metaplasia, 
autoparenchymatous metaplasia, connective tissue metaplasia, epithelial metaplasia, intestinal 

15 meteplasia, metaplastic anemia, metaplastic ossification, metaplastic polyps, myeloid 
metaplasia, primary myeloid metaplasia, secondary myeloid metaplasia, squamous 
metaplasia, squamous metaplasia of amnion, and symptomatic myeloid metaplasia. 

Dysplasia is frequently a forerunner of cancer, and is found mainly in (he epithelia; it 
is the most disorderly form of non-neoplastic cell growth, involving a loss in individual cell 

20 uniformity and in the architectural orientation of cells. Dysplastic cells often have abnormally 
large, deeply stained nuclei, and exhibit pleomorphism. Dysplasia characteristically occurs 
where there exists chronic irritation or inflammation. Dysplastic disorders which can be 
diagnosed, prognosed, prevented, and/or treated with fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention include, but are not lunited 

25 to, anhidrotic ectodermal dysplasia, anterofadal dysplasia, asphyxiating thoracic dysplasia, 
atriodigital dysplasia, bronchopulmonary dysplasia, cerebral dysplasia, cervical dysplasia, 
chondroectodermal dysplasia, cleidocranial dysplasia, congenital ectodermal dysplasia, 
craniodiaphysial dysplasia, craniocarpotarsal dysplasia, craniometaphysial dysplasia, dentin 
dysplasia, diaphysial dysplasia, ectodermal dysplasia, enamel dysplasia, encephalo- 

30 ophthalmic dysplasia, dysplasia epiphysialis heradmelia, dysplasia epiphysialis multiplex, 
dysplasia epiphysialis punctata, epithelial dysplasia, faciodigitogenital dysplasia, familial 
fibrous dysplasia of jaws, familial white folded dysplasia, fibromuscular dysplasia, fibrous 
dysplasia of bone, florid osseous dysplasia, hereditary renal-retinal dysplasia, hidrotic 
ectodermal dysplasia, hypohidrotic ectodermal dysplasia, lymphopenic thymic dysplasia, 

35 mammary dysplasia, mandibulofacial dysplasia, metaphysial dysplasia, Mondini dysplasia, 
monostotic fibrous dysplasia, mucoepitfaelial dysplasia, multiple epiphysial dysplasia, 
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oculoauriculovertebral dysplasia, oculodentodigital dysplasia, oculovertebral dysplasia, 
odontogenic dysplasia, ophthalmomandibulomelic dysplasia, periapical cemental dysplasia, 
polyostotic fibrous dysplasia, pseudoachondroplastic spondyloepiphysial dysplasia, retinal 
dysplasia, septo-optic dysplasia, spondyloepiphysial dysplasia, and ventriculoradial 
5 dysplasia. 

Additional pre-neoplastic disorders which can be diagnosed, prognosed, prevented, 
and/or treated with fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention include, but are not limited to, benign dysproliferative 
disorders (e.g., benign tumors, fibrocystic conditions, tissue hypertrophy, intestinal polyps, 

10 colon polyps, and esophageal dysplasia), leukoplakia, keratoses, Bowen's disease. Fanner's 
Skin, solar cheilitis, and solar keratosis. 

In another embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention, may be used to diagnose 
and/pr prognose disorders associated with the tissue(s) in which the polypeptide of the 

15 invention is expressed. 

In another embodiment, albumin fusion proteins of the invention and/or 
: polynucleotides encoding albumin fusion proteins of the invention conjugated to a toxin or a 
radioactive isotope, as described herein, may be used to treat cancers and neoplasms, 
including, but not limited to, those described herein. In a further preferred embodiment, 

20 albumin fusion proteins of the invention and/or polynucleotides encoding albumin fusion 
proteins of the invention conjugated to a toxin or a radioactive isotope, as described herein, 
may be used to treat acute myelogenous leukemia. 

Additionally, fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention may affect apoptosis, and therefore, would be useful 

25 in treating a number of diseases associated with increased cell survival or the inhibition of 
apoptosis. For example, diseases associated with uicreased cell survival or the inhibition of 
apoptosis that could be diagnosed, prognosed, prevented, and/or treated by polynucleotides, 
polypeptides, and/or agonists or antagonists of the invention, include cancers (such as 
follicular lymphomas, carcinomas with p53 mutations, and hormone-dependent tumors, 

30 including, but not limited to colon cancer, cardiac tumors, pancreatic cancer, melanoma, 
retinoblastoma, glioblastoma, lung cancer, intestinal cancer, testicular cancer, stomach cancer, 
neuroblastoma, myxoma, myoma, lymphoma, endothelioma, osteoblastoma, osteoclastoma, 
osteosarcoma, chondrosarcoma, adenoma, breast cancer, prostate cancer, Kaposi's sarcoma 
and ovarian cancer); autoimmune disorders such as, multiple sclerosis, Sjogren's syndrome, 

35 Hashimoto's thyroiditis, biliary cirrhosis, Behcet's disease, Crohn's disease, polymyositis, 
systemic lupus erythematosus and immune-related glomerulonephritis and rheumatoid 
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arthritis) and viral infections (such as herpes viruses, pox viruses and adenoviruses), 
inflammation, graft v. host disease, acute graft rejection, and chronic graft rejection. 

In preferred embodiments, fusion proteins of the invention and/or polynucleotides 
encoding albumin fusion proteins of the invention are used to inhibit growth, progression, 
5 and/or metastasis of cancers, in particular those listed above. 

Additional diseases or conditions associated with increased cell siuvivai that could be 
diagnosed, prognosed, prevented, and/or treated by fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention, include, but are not 
limited to, progression, and/or metastases of malignancies and related disorders snch as 

10 leukemia (including acute leukemias (e.g., acute lymphocytic leukemia, acute myelocytic 
leukemia (including myeloblastic, promyelocytic, myelomonocytic, monocytic, and 
erythroleukemia)) and chronic leukemias (e.g., chronic myelocytic (granulocytic) leukemia 
and chronic lymphocytic leukemia)), polycythemia verzi, lymphomas (e.g., Hodgkin's 
disease and non-Hodgkin's disease), multiple myeloma, Waldenstrom's macroglobulinemia, 

15 heavy chain disease, and solid tumors including, but not limited to, sarcomas and carcinomas 
such as fibrosarcoma, myxosarcoma, liposarcoma, chondrosarcoma, osteogenic sarcoma, 
chordoma, angiosarcoma, endotheliosarcoma, lymphangiosarcoma, 

lymphangioendotheliosarcoma, synovioma, mesothelioma, Ewing's tumor, leiomyosarcoma, . 
rhabdomyosarcoma, colon carcinoma, pancreatic cancer, breast cancer, ovarian cancer, 

20 prostate cancer, squamous cell carcinoma, basal cell carcinoma, adenocarcinoma, sweat gland 
carcinoma, sebaceous gland carcinoma, papillary carcinoma, papillary adenocarcinomas, 
cystadenocarcinoma, medullary carcinoma, bronchogenic carcinoma, renal cell carcinoma, 
hepatoma, bile duct carcinoma, choriocarcinoma, seminoma, embryonal carcinoma, Wilm's 
tumor, cervical cancer, testicular tumor, lung carcinoma, small cell lung carcinoma, bladder 

25 carcinoma, epithelial carcinoma, glioma, astrocytoma, meduUoblastoma, craniopharyngioma, 
ependymoma, pinealoma, emangioblastoma, acoustic neuroma, oligodendro^ioma, 
menangioma^ melanoma, neuroblastoma, and retinoblastoma. 

Diseases associated with increased apoptosis that could be diagnosed, prognosed, 
prevented, and/or treated by fusion proteins of the invention and/or polynucleotides encoding 

30 albumin fusion proteins of the invention, include AIDS; neurodegenerative disorders (such as 
Alzheimer's disease, Parkinson's disease, amyotrophic lateral sclerosis, retinitis pigmentosa, 
cerebellar degeneration and brain tumor or prior associated disease); autoimmune disorders 
(such as, multiple sclerosis, Sjogren's syndrome, Hashimoto's thyroiditis, biliary cirrhosis, 
Behcet's disease, Crohn's disease, polymyositis, systemic lupus erythematosus and inmiune- 

35 related glomerulonephritis and rheumatoid artiiritis) myelodysplastic syndromes (such as 
aplastic anemia), graft v. host disease, ischemic injury (such as tiiat caused by myocardial 
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infarction, stroke and reperfusion injury), liver injury (e.g., hepatitis related liver injury, 
ischemia/reperfusion injury, cholestosis (bile duct injury) and liver cancer); toxin-induced 
liver disease (such as that caused by alcohol), septic shock, cachexia and anorexia. 

Hyperproliferative diseases and/or disorders that could be diagnosed, prognosed, 
5 prevented, and/or treated by fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention, include, but are not limited to, neoplasms located in 
the liver, abdomen, bone, breast, digestive system, pancreas, peritoneum, endocrine glands 
(adrenal, parathyroid, pituitary, testicles, ovary, thymus, thyroid), eye, head and neck, 
nervous system (central and peripheral), lymphatic system, pelvis, skin, soft tissue, spleen, 

10 thorax, and urogenital tract 

Similarly, other hyperproliferative disorders can also be diagnosed, prognosed, 
prevented, and/or treated by fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention. Examples of such hyperproliferative disorders 
include, but are not hmited to: hypergammaglobulinemia, lymphoproliferative disorders, 

15 paraproteinemias, purpura, sarcoidosis, Sezary Syndrome, Waldenstron's 
macroglobulinemia, Gaucher' s Disease, histiocytosis, and any other hyperproliferative 
disease, besides neoplasia, located in an organ system listed above. 

Another preferred embodiment utilizes polynucleotides encoding albumin fusion 
proteins of tibie invention to inhibit aberrant cellular division, by gene therapy using the present 

20 invention, and/or protein fusions or fragments thereof. 

Thus, the present invention provides a method for treating cell proliferative disorders 
by inserting into an abnormally proliferating cell a polynucleotide encoding an albumin fusion 
protein of the present invention, wherein said polynucleotide represses said expression. 

Another embodiment of the present invention provides a method of treating cell- 

25 proliferative disorders in individuals comprising administration of one or more active gene 
copies of the present invention to an abnormally proliferating cell or cells* In a preferred 
embodiment, polynucleotides of the present invention is a DNA construct comprising a 
recombinant expression vector effective in expressing a DNA sequence encoding said 
polynucleotides. In another preferred embodiment of the present invention, the DNA 

30 construct encoding the fusion protein of the present invention is inserted into cells to be 
treated utihzing a retrovirus, or more preferably an adenoviral vector (See G J. Nabel, et. al., 
PNAS 1999 96: 324-326, which is hereby incorporated by reference). In a most preferred 
embodiment, the viral vector is defective and will not transform non-proliferating cells, only 
proliferating cells. Moreover, in a preferred embodiment, the polynucleotides of the present 

35 invention inserted into proliferating cells either alone, or in combination with or fused to other 
polynucleotides, can then be modulated via an external stimulus (i.e. magnetic, specific small 
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molecule, chemical, or drug administration, etc.), which acts upon the promoter upstream of 
said polynucleotides to induce expression of the encoded protein product. As such the 
beneficial therapeutic affect of the present invention may be expressly modulated (i.e. to 
increase, decrease, or inhibit expression of the present invention) based upon said external 
5 stimulus. 

Polynucleotides of the present invention may be useful in repressing expression of 
oncogenic genes or antigens. By "repressing e>q[)ression of the oncogenic genes " is intended 
flie suppression of ftie transcription of the gene, the degradation of the gene transcript (pre- 
message RNA), tibe inhibition of splicing, the destruction of the messenger RNA, the 

10 prevention of the post-translational modifications of the protein, the destmction of the protein, 
or the inhibition of the normal function of the protein. 

For local administration to abnormally prohferating cells, polynucleotides of the 
present invention may be administered by any method known to those of skill in the art 
including, but not limited to transfection, electroporation, microinjection of cells, or in 

15 vehicles such as liposomes, lipofectin, or as naked polynucleotides, or any other method 
described throughout the specification. The polynucleotide of the present invention may be 
deliveied by known gene delivery systems such as, but not limited to, retroviral vectors 
(Gilboa, J. Virology 44:845 (1982); Hocke, Nature 320:275 (1986); Wilson, et aL, Proc. 
Natl. Acad. Sci. U.S^A. 85:3014), vaccinia virus system (Chakrabarty et al., Mol. Cell Biol. 

20 5:3403 (1985) or other efficient DNA delivery systems (Yates et al., Nature 313:812 (1985)) 
known to those skilled in the art These references are exemplary only and are hereby 
incorporated by reference. In order to specifically deliver or transfect cells which are 
abnormally proliferating and spare non-dividing cells, it is preferable to utilize a retrovims, or 
adenoviral (as described in the art and elsewhere herein) deliveiy system known to those of 

25 skill in the art Since host DNA replication is required for retroviral DNA to integrate and the 
retrovirus will be unable to self replicate due to the lack of the retrovims genes needed for its 
life cycle. Utilizing such a retroviral delivery system for polynucleotides of the present 
invention will target said gene and constructs to abnommlly proliferating cells and will spare 
the non-dividing normal cells. 

30 The polynucleotides of the present invention may be delivered directly to cell 

proliferative disorder/disease sites in internal organs, body cavities and the like by use of 
imaging devices used to guide an injecting needle directly to the disease site. The 
polynucleotides of the present invention may also be administered to disease sites at the time 
of surgical intervention. 

35 By "cell proliferative disease" is meant any human or animal disease or disorder, 

affecting any one or any combination of organs, cavities, or body parts, which is 
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characterized by single or multiple local abnormal proliferations of cells, groups of cells, or 
tissues, whether benign or malignant. 

Any amount of the polynucleotides of the present invention may be administered as 
long as it has a biologically inhibiting effect on the proliferation of the treated cells. 
5 Moreover, it is possible to administer more than one of the polynucleotide of the present 
invention simultaneously to (he same site. By *1>iologicaIly inhibiting'' is meant partial or 
total growth inhibition as well as decreases in the rale of proliferation or growth of the cells. 
The biologically iiihibitoiy dose miay be determined by assessing llie effects of the 
polynucleotides of the present invention on target malignant or abnonnally proliferating cell 

10 growth in tissue culture, tumor growth in animals and cell cultures, or any other method 
known to one of ordinary skill in the art 

Moreover, fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention of the present invention are useful in inhibiting the 
angiogenesis of proliferative cells or tissues, either alone, as a protein fusion, or in 

15 combination with other polypeptides directly or indirectly, as described elsewhere herein. In a 
most preferred embodiment, said anti-angiogenesis effect may be achieved indirectly, for 
example, through the inhibition of hematopoietic, tumor-specific cells, such as tumor- 
associated macrophages (See Joseph IB, et al. J Natl Cancer Inst, 90(21): 1648-53 (1998), 
which is hereby incorporated by reference). 

20 Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 

fusion proteins of the invention may be useful in inhibiting proliferative cells or tissues 
through the induction of apoptosis. These fusion protieins and/or polynucleotides may act 
either directiy, or indirectly to induce apoptosis of proliferative cells and tissues, for example 
in the activation of a death-domain receptor, such as tumor necrosis factor (TNF) receptor-1, 

25 CD95 (Fas/APO-1), TNF-receptor-related apoptosis-mediated protein (TRAMP) and TNF- 
related apoptosis-inducing ligand (TRAIL) receptor-1 and -2 (See Schulze-Osthoff K, et.al., 
Eur J Biochem 254(3):439-59 (1998), which is hereby incorporated by reference). 
Moreover, in' another preferred embodiment of the present invention, these fusion proteins 
and/or polynucleotides may induce apoptosis through other mechanisms, such as in the 

30 activation of other proteins which will activate apoptosis, or through stimulating the 
expression of these proteins, either alone or in combination with small molecule drugs or 
adjuviants, such as apoptonin, galectins, thioredoxins, anti-inflammatory proteins (See for 
example, Mutat Res 400(l-2):447-55 (1998), Med Hypotheses.50(5):423-33 (1998), Chem 
Biol Interact Apr 24;111-1 12:23-34 (1998), J Mol Med.76(6):402-12 (1998), Int J Tissue 

35 React;20(l):3-15 (1998), which are all hereby incorporated by reference). 

Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
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fusion proteins of the invention are useful in inhibiting the metastasis of proliferative cells or 
tissues. Inhibition may occur as a direct result of administering these albumin fusion proteins 
and/or polynucleotides, or indirectiy, such as activating the expression of proteins known to 
inhibit metastasis, for example alpha 4 integrins, (See, e.g., Cuir Top Microbiol Immimol 
5 1998;231:125-41, which is hereby incorporated by reference). Such tfaereapeutic affects of 
the present invention may be achieved eitiier alone, or in combination with small molecule 
drugs or adjuvants. 

In another embodiment, the invention provides a method of delivering compositions 
containing the albumin fusion proteins of the invention and/or polynucleotides encoding 
10 albumin fusion proteins of the invention to targeted cells expressing the a polypeptide bound 
by, that binds to, or associates with an albumin fuison protein of the invention. Albumin 
fusion proteins of the invention may be associated with with heterologous polypeptides, 
heterologous nucleic acids, toxins, or prodrugs via hydrophobic, hydrophilic, ioiuc and/or- 
covalent interactions. 

15 Albumin fusion proteins of die invention are useful in enhandng the immunogenicity 

and/or antigenicity of proliferating cells or tissues, either direcfly, such as would occur if the 
albumin fusion proteuis of the invention 'vaccinated* the unmune response to respond to 
proliferative antigens and immunogens, or indirectiy, such as in activating the expression of 
proteins known to enhance the immune response (e.g. chemokines), to said antigens and 

20 inmiimogens. 

Renal Disorders 

Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
25 fusion proteins of tiie invention, may be used to treat, prevent, diagnose, and/or prognose 
disorders of the renal system. Renal disorders which can be diagnosed, prognosed, 
prevented, and/or treated with compositions of the invention include, but are not lindted to, 
kidney failure, nephritis, blood vessel disorders of kidney, metabolic and congenital kidney 
disorders, urinary disorders of the kidney, autoimmune disorders, sclerosis and necrosis, 
30 electrolyte imbalance, and kidney cancers. 

Kidney diseases which can be diagnosed, prognosed, prevented, and/or treated with 
compositions of the invention include, but are not Umited to, acute kidney failure, chronic 
kidney failure, atheroembolic renal failure, end-stage renal disease, inflammatory diseases of 
the kidney (e.g., acute glomerulonephritis, postinfectious glomemlonephritis, rapidly 
35 progressive glomerulonephritis, nephrotic syndrome, membranous glomemlonephritis, 
familial nephrotic syndrome, membranoproliTerative glomerulonephritis I and H, mesang^al 



134 



wo 01/79258 



PCT/USOl/12008 



proliferative glomerulonephritis, chronic glomerulonephritis, acute tubulointerstitial nephritis, 
chronic tubulointerstitial nephritis, acute post-streptococcal glomerulonephritis (PSGN), 
pyelonephritis, lupus nephritis, chronic nephritis, interstitial nephritis, and post-streptococcal 
glomerulonephritis), blood vessel disorders of the kidneys (e.g., kidney infarction, 
5 atheroembolic kidney disease, cortical necrosis, malignant nephrosclerosis, renal vein 
thrombosis, renal underpeifusion, renal retinopathy, renal ischemia-repeifusion, renal artery 
embolism, and renal artery stenosis), and kidney disorders resulting form urinary tract disease 
pyelonephritis, hydronephrosis, urolithiasis (renal lifhiasis, nephrolithiasis), reflux 
nephropathy, urinary tract infections, urinary retention, and acute or chronic unilateral 

10 obstructive uropathy.) 

In addition, compositions of the invention can be used to diagnose, prognose, 
prevent, and/or treat metabolic and congenital disorders of the kidney (e.g., uremia, renal 
amyloidosis, renal osteodystrophy, renal tubular acidosis, renal glycosuria, nephrogenic 
diabetes insipidus, cystinuria, Fanconi's syndrome, renal fibrocystic osteosis (renal rickets), 

15 Hartnup . disease, Bartter's syndrome, Liddle's syndrome, polycystic kidney disease^ 
medullary cystic disease, medullary sponge kidney, Alport^s syndrome, nail-patella 
syndrome, congenital nephrotic syndrome, CRUSH syndrome, horseshoe kidney, diabetic 
nephropatiiy, nephrogenic diabetes insipidus, analgesic nephropathy, Mdney stones, and 
membranous nephropathy), and autoimmune disorders of the kidney (e.g., systemic lupus 

20 erythematosus (SLE), Goodpasture syndrome, IgA nephropathy, and IgM mesangial 
proliferative glomemlonephritis). 

Compositions of the invention can also be used to diagnose, prognose, prevent, 
and/or treat sclerotic or necrotic disorders of the kidney (e.g., glomerulosclerosis, diabetic 
nephropathy, focal segmental glomerulosclerosis (FSGS), necrotizing glomerulonephritis, 

25 and renal papillary necrosis), cancers of the kidney (e.g., nephroma, hypernephroma, 
nephroblastoma, renal ceU cancer, transitional cell cancer, renal adenocarcinoma, squamous 
cell cancer, and Wilm's tumor), and electrolyte imbalances (e.g., nephrocalcinosis, pyuria, 
edema, hydronephritis, proteinuria, hyponatremia, hypematremia, hypokalemia, 
hyperkalemia, hypocalcemia, hypercalcemia, hypophosphatemia, and hyperphosphatemia). 

30 Compositions of the invention may be administered using any method known in the 

art, including, but not limited to, direct needle injection at the delivery site, intravenous 
injection, topical administration, catheter infusion, biolistic injectors, particle accelerators, 
gelFoam sponge depots, other conmiercially available depot materials, osmotic pumps, oral or 
suppositorial solid pharmaceutical formulations, decanting or topical applications during 

35 surgery, aerosol delivery. Such methods are known in the art. Compositions of the 
invention may be administ^ed as part of a Therapeutic, described in more detail below. 
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Methods of delivering polynucleotides of the invention are described in more detail herein. 



Cardiovascttlar Disorders 
5 Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 

fusion proteins of the invention, may be used to treat, prevent, diagnose, and/or prognose 
cardiovascular disorders, including, but not limited to, peripheral artery disease, such as limb 
ischemia. 

Cardiovascular disorders include, but are not limited to, cardiovascular abnormalities, 

10 such as arterio-arterial fistula, arteriovenous fistula, cerebral arteriovenous malformations, 
congenital heart defects, pulmonary atresia, and Scimitar Syndrome. Congenital heart defects 
include, but are not limited to, aortic coarctation, cor triatriatum, coronary vessel anomalies, 
crisscross heart, dextrocardia, patent ductus arteriosus, Ebstein's anomaly, Eiseimienger 
complex, hypoplastic left heart syndrome, levocardia, tetralogy of fallot, transposition of 

15 great vessels, double outlet right ventricle, tricuspid atresia, persistent truncus arteriosus, and 
heart septal d^ects, such as aortopulmonary septal d^ect, endocardial cushion defects, 
Lutembachei's Syndrome, trilogy of Fallot, ventricular heart septal defects. 

Cardiovascular disorders also include, but are not limited to, heart disease, such as 
arrhythunias, carcinoid heart disease, high cardiac output, low cardiac output, cardiac 

20 tamponade, endocarditis (including bacterial), heart aneurysm, cardiac arrest, congestive heart 
failure, congestive cardiomyopathy, paroxysmal dyspnea, cardiac edema, heart hypertrophy, 
congestive cardiomyopathy, left ventricular hypertrophy, right ventricular hypertrophy, post- 
infarction heart rupture, ventricular septal rupture, heart valve diseases, myocardial diseases, 
myocardial ischemia, pericardial effusion, pericarditis (including constrictive and 

25 tuberculous), pneumopericardium, postpericardiotomy syndrome, pulmonary heart disease, 
rheumatic heart disease, ventricular dysfunction, hyperemia, caxdiovascular pregnancy 
complications, Scinndtar Syndrome, cardiovascular syphilis, and cardiovascular tuberculosis. 

Arrhythmias include, but are not limited to, sinus arrhythmia, atrial fibrillation, atrial 
flutter, bradycardia, extrasystole, Adams-Stokes Syndrome, bundle-branch block, sinoatrial 

30 block, long QT syndrome, parasystole, Lown-Ganong-Levine Syndrome, Mahaim-type pre- 
excitation syndrome, Wolff-Parkinson- White syndrome, sick sinus syndrome, tachycardias, 
and ventricular fibrillation. Tachycardias include paroxysmal tachycardia, supraventricular 
tachycardia, accelerated idioventricular rhythm, atrioventricular nodal reentry tachycardia, 
ectopic atrial tachycardia, ectopic junctional tachycardia, sinoatrial nodal reentiy tachycardia, 

35 sinus tachycardia, Torsades de Pointes, and ventricular tachycardia. 

Heart valve diseases include, but are not limited to, aordc valve insufficiency, aortic 
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valve stenosis, hear murmurs, aortic valve prolapse, mitral valve prolapse, tricuspid valve 
prolapse, mitral valve insufficiency, mitral valve stenosis, pulmonary atresia, pulmonary 
valve insufficiency, pulmonary valve stenosis, tricuspid atresia, tricuspid valve insufficiency* 
and tricuspid valve stenosis, 
5 Myocardial diseases include, but are not lintiited to, alcoholic cardiomyopathy, 

congestive cardiomyopathy, hypertrophic cardiomyopathy, aortic subvalvular stenosis, 
pulmonaiy subvalvular stenosis, restrictive cardiomyopathy, Chagas cardiomyopathy, 
endocardial fibroelastosis, endomyocardial fibrosis, Keams Syndrome, myocardial 
reperfiision injury, and myocarditis. 

10 Myocardial ischemias include, but are not limited to, coronary disease, such as angina 

pectoris, coronary aneurysm, coronary arteriosclerosis, coronary thrombosis, coronary 
vasospasm, myocardial infarction and myocardial stunning. 

Cardiovascular diseases also include vascular diseases such as aneurysms, 
angiodysplasia, angiomatosis, bacillaiy angiomatosis, Hippel-Lindau Disease, Klippel- 

15 ; Trenaunay-Weber Syndrome, Sturge-Weber Syndrome, angioneurotic edema, aortic 
diseases, Takayasu's Arteritis, aortitis, Leriche's Syndrome, arterial occlusive diseases, 
arteritis, enaiteritis, polyarteritis nodosa, cerebrovascular disorders, diabetic angiopathies, 
diabetic retinopathy, embolisms, thrombosis, eiythromelalgia, hemorrhoids, hqpatic veno- 
occlusive disease, hypertension, hypotension, ischemia, peripheral vascular diseases, 

20 phlebitis, pulmonary veno-occlusive disease, Raynaud's disease, CREST syndrome, retinal 
vein occlusion. Scimitar syndrome, superior vena cava syndrome, telangiectasia, atacia 
telangiectasia, hereditary hemorrhagic telangiectasia, varicocele, varicose veins, varicose 
ulcer, vasculitis, and venous insufficiency. 

Aneurysms include, but are not limited to, dissecting aneurysms, false aneurysms, 

25 infected aneurysms, ruptured aneurysms, aortic aneurysms, cerebral aneurysms, coronary 
aneurysms, heart aneurysms, and iliac aneurysms. 

Arterial occlusive diseases include, but are not limited to, arteriosclerosis, intermittent 
claudication, carotid stenosis, frbromuscular dysplasias, mesenteric vascular occlusion, 
Moyamoya disease, renal arteiy obstraction, retinal artery occlusion, and thromboangiitis 

30 obliterans. 

Cerebrovascular disorders include, but are not limited to, carotid artery diseases, 
cerebral amyloid angiopathy, cerebral aneurysm, cerebral anoxia, cerebral arteriosclerosis, 
cerebral arteriovenous malformation, cerebral arteiy diseases, cerebral embolism and 
thrombosis, carotid artery thrombosis, sinus thrombosis, Wallenberg's syndrome, cerebral 
35 hemorrhage, epidural hematoma, subdural hematoma, subaraxhnoid hemorrhage, cerebral 
infarction, cerebral ischemia (including transient), subclavian steal syndrome, periventricular 
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leukomalacia, vascular headache, cluster headache, migraine, and vertebrobasilar 
insufficiency. 

Embolisms include, but are not limited to, air embolisms, amniotic fluid embolisms, 
cholesterol embolisms, blue toe syndrome, fat embolisms, pulmonary embolisms, and 
5 thromoboemboiisms* Thrombosis include, but are not limited to, coronary llirombosis, 
hepatic vein tihirombosls, retinal vein occlusion, carotid artery thrombosis, sinus thrombosis, 
Wallenberg's syndrome, and thrombophlebitis. 

Ischemic disorders include, but are not Umited to, cerebral ischemia, ischemic colitis, 
compartment syndromes, anterior compartment syndrome, myocardial ischemia, reperfusion 
10 injuries, and peripheral limb ischemia. Vasculitis includes, but is not Umited to, aortitis, 
arteritis, Behcet's Syndrome, Churg-Strauss Syndrome, mucocutaneous lymph node 
syndrome, thromboangiitis obliterans, hypersensitivity vasculitis, Schoehlein-Henoch 
purpura, allergic cutaneous vasculitis, and Wegener's granulomatosis. 

Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
15 fusion proteins of the invention may be administered using any method known in the art, 
including, but not limited to, direct needle injection at the delivery site, intravenous injection, 
topical administration, catheter infusion, biolistic injectors, particle accelerators, gelfoam 
sponge depots, other commercially available depot materials, osmotic pumps, oral or 
suppositorial solid pharmaceutical formulations, decanting or topical applications during 
20 surgery, aerosol delivery. Such methods are known in the art Methods of delivering 
polynucleotides are described in more detail herein. 

Respiratory Disorders 

25 Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 

fusion proteins of tioie invention may be used to treat, prevent, diagnose, and/or prognose 
diseases and/or disorders of the respiratory system. 

Diseases and disorders of the respiratory system include, but are not limited to, nasal 
vestibulitis, nonallergic rhinitis (e.g., acute rhinitis, chronic rhinitis, atrophic rhinitis, 

30 vasomotor rhinitis), nasal polyps, and sinusitis, juvenile angiofibromas, cancer of flie nose 
and juvenile papillomas, vocal cord polyps, nodules (singer's nodules), contact ulcers, vocal 
cord paralysis, laryngoceles, pharyngitis (e.g., viral and bacterial), tonsillitis, tonsillar 
cellulitis, parapharyngeal abscess, laryngitis, laryngoceles, and throat cancers (e.g., cancer of 
the nasopharynx, tonsil cancer, larynx cancer), lung cancer (e.g., squamous cell carcinoma, 

35 small cell (oat cell) carcinoma, large cell carcinoma, and adenocarcinoma), allergic disorders 
(eosinophilic pneumonia, hypersensitivity pneumonitis (e.g., extrinsic allergic alveolitis, 
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allergic interstitial pneumonitis, organic dust pneumoconiosis, allergic bronchopulmonary 
aspergillosis, asthma, Wegener's granulomatosis (granulomatous vasculitis), Goodpasture's 
syndrome)), pneumonia (e.g., bacterial pneumonia (e.g., Streptococcus pneumoniae 
(pneumoncoccal pneumonia), Staphylococcus aureus (staphylococcal pneumonia), Gram- 
5 negative bacterial pneumonia (caused by, e.g., Klebsiella and Pseudomas spp.)^ Mycoplasma 
pneumoniae pneumonia. Hemophilus influenzae pneumonia, Legionella pneumophila 
(Legionnaires* disease), and Chlamydia psittaci (Psittacosis)), and viral pneumonia (e.g., 
influenza, chickenpox (varicella). 

Additional diseases and disorders of fhe respiratory system include, but are not limited 

10 to bronchiolitis, polio (poliomyelitis), croup, respiratory syncytial viral infection, mumps, 
erythema infectiosum (fifth disease), roseola infantum, progressive rubella panencephalitis, 
german measles, and subacute sclerosing panencephalitis), fungal pneumonia (e.g.. 
Histoplasmosis, Coccidioidomycosis, Blastomycosis, fungal infections in people with 
severely suppressed immune systems (e.g., cryptococcosis, caused by Cryptococcus 

15 Tz^qfoTTTiafwr; aspergillosis, caused by Aspergillus spp.; candidiasis, caused by Candida; and 
mucormycosis)), Pneumocystis carinii (pneiimocystis pneumonia), atypical pneumonias 
(e.g.. Mycoplasma and Chlamydia spp.)» opportunistic infection pneumonia, nosocomial 
pneumonia, chemical pneumonitis, and as^Hration pneumonia, pleural disorders (e.g., 
pleurisy, pleural effusion, and pneumothorax (e.g., simple spontaneous pneumothorax, 

20 complicated spontaneous pneumothorax, tension pneumothorax)), obstructive airway 
diseases (e.'g., asthma, chronic obstructive pulmonary disease (COPD), emphysema, chronic 
or acute bronchitis), occupational lung diseases (e.g., silicosis, black lung (coal workers* 
pneumoconiosis), asbestosis, berylliosis, occupational asthsma, byssinosis, and benign 
pneumoconioses). Infiltrative Lung Disease (e.g., pulmonary fibrosis (e.g., fibrosing 

25 alveolitis, usual interstitial pneumonia), idiopathic pulmonary fibrosis, desquamative 
interstitial pneumonia, lymphoid interstitial pneumonia, histiocytosis X (e.g., Letterer-Siwe 
disease, Hand-Schiiller-Christian disease, eosinophilic granuloma), idiopathic pulmonary 
hemosiderosis, sarcoidosis and pulmonaxy alveolar proteinosis). Acute respiratoiy distress 
syndrome (also called, e.g., adult respiratory distress syndrome), edema, pulmonary 

30 embolism, bronchitis (e.g., viral, bacterial), bronchiectasis, atelectasis, lung abscess (caused 
by> G-g-* Staphylococcus aureus or Legionella pneumophila), and cystic fibrosis. 

Anti'Angiogenesis Activity 
35 The naturally occurring balance between endogenous stimulators and inhibitors of 

angiogenesis is one in which inhibitory influences predominate. Rastinejad et aL, Cell 

139 



wo 01/79258 



PCT/USOl/12008 



56:345-355 (1989). In those rare instances in which neovascularization occurs under normal 
physiological conditions, such as wound healing, organ regeneration, embryonic 
development, and female reproductive processes, angiogenesis is stringently regulated and 
spatially and temporally delimited. Under conditions of pathological angiogenesis such as tliat 

5 characterizing solid tumor growth, these regulatory controls fail. Unregulated angiogenesis 
becomes pathologic and sustains progression of many neoplastic and non-neoplastic diseases. 
A number of serious diseases are dominated by abnomml neovascularization mcluding solid 
tumor growth and metastases^ arthritis, some types of eye disorders, and psoriasis. See, e.g., 
reviews by Moses et aL, Biotech. 9:630-634 (1991); Follanan et aL, N. Engl /. Med., 

10 JJ5:1757-1763 (1995); Auerbach etaL, J. Microvasc. Res. 29:401-411 (1985); Folkman, 
Advances in Gancer Research, eds. Klein and Weinhouse, Academic Press, New York, pp. 
175-203 (1985); Patz, Am. J, Opthalmol. 94:715-743 (1982); and Folkman et ah. Science 
227:719-725 (1983). In a number of pathological conditions, the process of angiogenesis 
contributes to the disease state. For example, significant data have accumulated which suggest 
■ 15 that the growth of solid tumors is dependent on angiogenesis. Folkman and Klagsbrun, 
Science 235:442-447 (1987). 

The present invention provides for treatment of diseases or disorders associated with 
neovascularization by adnninistration of fusion proteins of fbe invention and/or 
polynucleotides encoding albumin fusion proteins of the invention. Malignant and metastatic 

20 conditions which can be treated with the polynucleotides and polypeptides, or agonists or 
antagonists of the invention include^ but are not limited to, malignancies, solid tumors, and 
cancers described herein and otherwise known in the art (for a review of such disorders, see 
Fishman et aL, Medicine, 2d Ed., J. B. Lippincott Co., Philadelphia (1985)).Thus, the 
present invention provides a method of treating an angiogenesis-related disease and/or 

25 disorder, comprising administering to an individual in need thereof a therapeutically effective 
amount of an albumin fusion protein of the invention and/or polynucleotides encoding an 
albuimn fusion protein of the invention. For example, fusion proteins of tiie invention and/or 
polynucleotides encoding albumin fusion proteins of the invention may be utilized in a variety 
of additional methods in order to therapeutically treat a cancer or tumor. Cancers which may 

30 be treated with fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention include, but are not limited to solid tumors, including 
prostate, lung, breast, ovarian, stomach, pancreas, larynx, esophagus, testes, liver, parotid, 
biliary tract, colon, rectum, cervix, uterus, endometrium, kidney, bladder, thyroid cancer; 
primary tumors and metastases; melanomas; glioblastoma; Kaposi's sarcoma; 

35 leiomyosarcoma; non- small cell lung cancer; colorectal cancer; advanced malignancies; and 
blood bom tumors such as leukemias. For example, fusion proteins of the invention and/or 
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polynucleotides encoding albumin fusion proteins of the invention may be delivered topically, 
in order to treat cancers such as skin cancer, head and neck tumors, breast tumors, and 
Kaposi's sarcoma. 

Within yet other aspects, fusion proteins of the invention and/or polynucleotides 
5 encoding albumin fusion proteins of the invention may be utiUzed to treat superficial forms of 
bladder cancer by, for example, intravesical administration. Albumin fusion proteins of the 
invention and/or polynucleotides encoding albumin fusion proteins of the invention may be 
delivered directly into the tumor, or near the tumor site, via injection or a catheter. Of course, 
as the artisan of ordinary skill will appreciate, the appropriate mode of administration will 

10 vary according to (he cancer to be treated. Oflier modes of delivery are di»;ussed herein. 

Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention nniay be useful in treating other disorders, besides cancers, 
which involve angiogenesis. These disorders include, but are not limited to: benign tumors, 
for example hemangiomas, acoustic neuromas, neurofibromas, trachomas, and pyogenic 

15 granulomas; artheroscleric plaques; ocular angiogenic diseases, for example, diabetic 
retinopathy, retinopathy of prematurity, macular degeneration, corneal graft rejection, 
neovascular glaucoma, retroleatal fibroplasia, rubeosis, retinoblastoma, uvietts and Pterygia 
(abnormal blood vessel growth) of the eye; rheumatoid arQiritis; psoriasis; delayed woimd 
healing; endometriosis; vasculogenesis; granulations; hypertrophic scars (keloids); nonunion 

20 fractures; scleroderma; trachoma; vascular adhesions; myocardial angiogenesis; coronary 
collaterals; cerebral collaterals; arteriovenous malformations; ischemic Umb angiogienesis; 
Osier-Webber Sjmdrome; plaque neovascularization; telangiectasia; hemophiliac joints; 
angiofibroma; fibromuscular dysplasia; wound granulation; Crohn's disease; and 
atherosclerosis. 

• 25 For example, within one aspect of the present invention methods are provided for 

treating hypertrophic scars and keloids, comprising the step of administering albumin fusion 
proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention to a hypertrophic scar or keloid. 

Witiiin one embodiment of the present invention fusion proteins of the invention 

30 and/or polynucleotides encoding albumin fusion proteins of the invention are directly injected 
into a hypertrophic scar or keloid, in order to prevent the progression of these lesions. This 
therapy is of particular value in the prophylactic treatment of conditions which are known to 
result in the development of hypertrophic scars and keloids (e.g., bums), and is preferably 
initiated after the proliferative phase has had time to progress (approximately 14 days after the 

35 initial injury), but before hypertrophic scar or keloid development As noted above, the 
present invention also provides methods for treating neovascular diseases of tiie eye. 
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including for example, corneal neovascularization, neovascular glauconia, proliferative 
diabetic retinopathy, retrolental fibroplasia and macular degeneration. 

Moreover, Ocular disorders associated with neovascularization which can be treated 
with the albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
S fusion proteins of the invention include, but are not limited to: neovascular glaucoma, diabetic 
retinopathy, retinoblastoma, retrolental fibroplasia, uveitis, retinopathy of prematurity macular 
degeneration, corneal graft neovascularization, as well as other eye inflammatory diseases, 
> ocular tumors and diseases associated with choroidal or iris neovascularization. See, e.g., 
reviews by Waltman et al. Am. J. Ophthcd. 85:704-710 (1978) and Gartner et al, Surv, 

10 OphthaL 22:291-312 (1978). 

Thus,' within one aspect of the present invention methods are provided for treating 
neovascular diseases of the eye such as comeal neovascularization (including comeal graft 
neovascularization), comprising the step of administering to a patient a therapeutically 
effective amount of a compound (e.g., fusion proteins of the invention and/or polynucleotides 

IS encoding albumin fusion proteins of the invention) to the cornea, such that the formation of 
blood vessels is inhibited. Briefly, the cornea is a tissue which normally lacks blood vessels. 
In certain pathological conditions however, capillaries may extend into tiie cornea from the 
pericorneal vascular plexus of the limbus. When the cornea becomes vascularized, it also 
becomes clouded, resulting in a decline in the patient's visual acuity. Visual loss may become 

20 complete if the cornea completely opacitates. A wide variety of disorders can result in comeal 
neovascularization, including for example, comeal infections (e.g., trachoma, herpes simplex 
keratitis, leishmaniasis and onchocerciasis), immunological processes (e.g., graft rejection 
and Stevens-Johnson's syndrome), alkali burns, trauma, inflammation (of any cause), toxic 
and nutritional deficiency states, and as a complication of wearing contact lenses. 

25 Within particularly prefeired embodiments of the invention, may be prepared for 

topical administration in saline (combined with any of the preservatives and antimicrobial 
agents commonly used in ocular preparations), and administered in eyedrop form. The 
solution or suspension may be prepared in its pure form and administered seveial times daily. 
Altematively, anti-angiogenic compositions, prepared as described above, may also be 

30 administered direcfly to the comea. Within preferred embodiments, the anti-angiogenic 
composition is prepared with a muco-adhesive polymer which binds to comea. Within 
further embodiments, the anti-angiogenic factors or anti-angiogenic compositions may be 
utilized as an adjunct to conventional steroid therapy. Topical therapy may also be useful 
prophylactically in corneal lesions which are known to have a high probability of inducing an 

35 angiogenic response (such as chemical bums). In these instances the treatment, likely in 
combination witii steroids, may be instituted immediately to help prevent subsequent 
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complications. 

Within other embodiments, the compounds described above may be injected directly 
into the corneal stroma by an ophthalmologist under microscopic guidance. The preferred site 
of injection may vary with the morphology of the individual lesion, but the goal of the 
administration would be to place the composition at the advancing front of the vasculature 
(i.e., interspersed between the blood vessels and the normal cornea). In most cases this 
would involve perilimbic comeal injection to "protect*' the comea from the advancing blood 
vessels. This method may also be utilized shortly after a corneal insult in order to 
prophylactically prevent comeal neovascularization. In this situation the material could be 
injected in the perilimbic comea interspersed between the comeal lesion and its undesired 
potential limbic blood supply. Such methods may also be utilized in a similar fashion to 
prevent capUlary invasion of transplanted corneas. In a sustained-release form injections 
might only be required 2-3 times per year. A steroid could also be added to the injection 
solution to reduce inflammation resulting from the injection itself. 

Within another aspect of the present invention, methods are provided for treating 
neovascular glaucoma, comprising the step of administering to a patient a therapeutically 
effective amount of an albumin fusion protein of the invention and/or polynucleotides 
encoding an albumin fusion protein of the invention to the eye, such that the formation of 
blood vessels is inhibited. In one embodiment, the compound may be administered topically 
to the eye in order to treat early forms of neovascular glaucoma. Within other embodiments, 
the compound may be implanted by injection into the region of the anterior chamber angle. 
Within other embodiments, the compound may also be placed in any location such that the 
compound is continuously released into the aqueous humor. Within another aspect of the 
present invention, methods are provided for treating proliferative diabetic retinopathy, 
comprising the step of adniinistering to a patient a therapeutically effective amount of an 
albumin fusion protein of the invention and/or polynucleotides encoding an albumin fusion 
protein of the invention to the eyes, such that the formation of blood vessels is inhibited. 

Within particularly preferred embodiments of the invention, proliferative diabetic 
retinopathy may be treated by injection into the aqueous humor or the vitreous, in order to 
increase the local concentration of the polynucleotide, polypeptide, antagonist and/or agonist 
in the retina. Preferably, this treatment should be initiated prior to the acquisition of severe 
disease requiring photocoagulation. 

Within another aspect of the present invention, methods are provided for treating 
retrolental fibroplasia, comprising the step of administering to a patient a therapeutically 
eflfective amount of an albumin fusion protein of the invention and/or polynucleotides 
encoding an albumin fusion protein of the invention to the eye, such that the formation of 
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blood vessels is inhibited. The compound may be administered topically, via intravitreous 
injection and/or via intraocular implants. 

Additionally, disorders which can be treated with fusion proteins of the invention 
and/or polynucleotides encoding albumin fusion proteins of the invention include, but are not 
5 limited to, hemangioma, arthritis, psoriasis, angiofibroma, atherosclerotic plaques, delayed 
wound healing, granulations, hemophilic joints, hypertrophic scars, nonunion fractures. 
Osier Weber syndrome, pyogenic granuloma, scleroderaia, trachoma, and vascular 
adhesions. 

Moreover, disorders and/or states, which can be treated, prevented, diagnosed, and/or 

10 prognosed with the the albumin fusion proteins of the invention and/or polynucleotides 
encoding albumin fusion proteins of the invention of the invention include, but are not Umited 
to, solid tumors, blood bom tumors such as leukemias, tumor metastasis, Kaposi's sarcoma, 
benign tumors, for example hemangiomas, acoustic neuromas, neurofibromas, trachomas, 
and pyogenic granulomas, rheumatoid arthritis, psoriasis, ocular angiogenic diseases, for 

15 example, diabetic retinopathy, retinopathy of prematurity, macular degeneration, corneal graft 
rejection, neovascular glaucoma, retrolental iHbroplasia, mbeosis, retinoblastoma, and uvietis, 
delayed wound healing, endometriosis, vascluogenesis, granulations, hypertrophic scars 
(keloids), nonunion fractures, scleroderma, trachoma, vascular adhesions, myocardial 
angiogenesis, coronary collaterals, cerebral collaterals, arteriovenous malformations. Ischemic 

20 Innb angiogenesis, Osier-Webber Syndrome, plaque neovascularization, telangiectasia, 
hemophiliac joints, angiofibroma fibromuscular dysplasia, wound granulation, Crohn's 
disease, atherosclerosis, birth control agent by preventing vascularization required for embryo 
implantation controlling menstruation, diseases that have angiogenesis as a pathologic 
consequence such as cat scratch disease (Rochele minalia quintosa), ulcers (Helicobacter 

25 pylori), Bartonellosis and bacillaiy angiomatosis. 

In one aspect of the birth control method, an amount of the compound sufficient to 
block embryo implantation is administered before or after intercourse and fertilization have 
occurred, thus providing an effective method of birth control, possibly a "morning after** 
method. Albumin fusion proteins of the invention and/or poljmucleotides encoding albumin 

30 fusion proteins of the invention may also be used in controlling menstraation or administered 
as either a peritoneal lavage fluid or for peritoneal implantation in tiie treatment of 
endometriosis. 

Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention may be incorporated into surgical sutures in order to prevent 
35 stitch granulomas. 

Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
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fusion proteins of the invention may be utilized in a wide variety of surgical procedures. For 
example, within one aspect of the present invention a compositions (in the form of, for 
example, a spray or film) may be utilized to coat or spray an area prior to removal of a tumor, 
in order to isolate normal surrounding tissues from malignant tissue, and/or to prevent the 
5 spread of disease to surrounding tissues. Within other aspects of the present invention, 
compositions (e.g., in flie form of a spray) may be delivered via endoscopic procedures in 
order to coat tumors, or inhibit angiogenesis in a desired locale. Within yet other aspects of 
the present invention, surgical meshes which have been coated with anti- angiogenic 
compositions of the present invention may be utilized in any procedure wherein a surgical 

10 mesh might be utilized. For example, within one embodiment of the invention a surgical 
mesh laden with an anti-angiogenic composition may be utilized during abdominal cancer 
resection surgery (e«g., subsequent to colon resection) in order to provide support to the 
structure, and to release an amount of the anti-angiogenic factor. 

Within further aspects of the present invention, methods are provided for treating 

15 tumor excision sites, comprising administering albumin fusion proteins of the invention 
and/or polynucleotides encoding albumin fusion proteins of the invention to the resection 
margins of a tumor subsequent to excision, such that the local recurrence of cancer and the 
formation of new blood vessels at the site is inhibited. Within one embodiment of the 
invention, the anti-angiogenic compound is administered directly to the tumor excision site 

20 (e.g., applied by swabbing, brushing or otherwise coating the resection margins of the tumor 
with the anti-angiogenic compound). Alternatively, the anti-angiogenic compounds may be 
incorporated into known surgical pastes prior to administration. Within particularly preferred 
embodiments of the invention, the anti-angiogenic compounds are applied after hepatic 
resections for malignancy, and after neurosurgical operations. 

25 Within one aspect of the present invention, fusion proteins of the invention and/or 

polynucleotides encoding albumin fusion proteins of the invention may be administered to the 
resection margin of a wide variety of tumors, including for example, breast, colon, brain and 
hepatic tumors. For example, within one embodiment of the invention, anti-angiogenic 
compounds may be administered to the site of a neurological tumor subsequent to excision, 

30 such that the formation of new blood vessels at the site are inhibited. 

The albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention may also be administered along with other anti-angiogenic 
factors. Representative examples of other anti-angiogenic factors include: Anti-Invasive 
Factor, retinoic acid and derivatives thereof, paclitaxel, Suramin, Tissue Inhibitor of 

35 Metalloproteinase-1, Tissue Inhibitor of Metalloproteinase-2, Plasminogen Activator 
luhibitor-l. Plasminogen Activator Inhibitor-2, and various forms of the lighter "d group" 
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transition metals. 

Lighter "d group" transition metals include, for example, vanadium, molybdenum, 
tungsten, titanium, niobium, and tantalum species. Such transition metal species may form 
transition metal complexes. Suitable complexes of the above-mentioned transition metal 
5 species include oxo transition metal complexes. 

Representative examples of vanadium complexes include oxo vanadium complexes 
such as vanadate and vanadyl complexes. Suitable vanadate complexes include metavanadate 
and orthovanadate complexes such as, for example, ammonium metavanadate, sodium 
metavanadate, and sodium orthovanadate. ,Suitable vanadyl complexes include, for example, 

10 vanadyl acetylacetonate and vanadyl sulfate including vanadyl sulfate hydrates such as 
vanadyl sulfate mono- and trihydrates. 

■ Representative examples of tungsten and molybdenum complexes also include oxo 
complexes. Suitable oxo tungsten complexes include tungstate and tungsten oxide 
complexes. Suitable tungstate complexes include ammonium tungstate, calcium tungstate, 

15 sodium tungstate dihydrate, and tungstic acid. Suitable tungsten oxides include tungsten (TV) 
oxide and tungsten (VI) oxide. Suitable oxo molybdenum complexes include molybdate, 
molybdenum oxide, and molybdenyl complexes. Suitable molybdate complexes include 
anunonium molybdate and its hydrates, sodium molybdate and its hydrates, and potassium 
molybdate and its hydrates. Suitable molybdenum oxides mclude molybdenum (VI) oxide, 

20 molybdenum (VI) oxide, and molybdic acid. Suitable molybdenyl complexes include, for 
example, molybdenyl acetylacetonate. Other suitable tungsten and molybdenum complexes 
include hydroxo derivatives derived from, for example, glycerol, tartaric acid, and sugars. 

A wide variety of other anti-angiogenic factors may also be utilized within the context 
of the present invention. Representative examples include platelet factor 4; protamine 

25 sulphate; sulphated chitin derivatives (prepared from queen crab shells), (Murata et al.. 
Cancer Res. 51:22-26, 1991); Sulphated Polysaccharide Peptidoglycan Complex (SP- PG) 
(the function of this compound may be enhanced by the presence of steroids such as estrogen, 
and tamoxifen citrate); Staurosporine; modulators of matrix metabolism, including for 
example, proline analogs, cishydroxyproline, d,L-3,4-dehydroproline, Thiaproline, 

30 alpha,alpha-dipyridyl, ammopropionitrile fumarate; 4-propyl-5-(4-pyridinyI)-2(3H)- 
oxazolone; Methotrexate; Mitoxantrone; Heparin; Interferons; 2 Macroglobulin-serum; 
ChIMP-3 (Pavloff et al., J. Bio. Chem. 267:17321-17326, (1992)); Chymostatin 
(Tomkinson et aL, Biochem J. 286:475-480, (1992)); Cyclodextrin Tetradecasulfate; 
Eponemycin; Camptothecin; Fumagillin (Ingber et al., Nature 348:555-557, 1990); Gold 
35 Sodium Thiomalate ("GST"; Matsubara and Ziff, J. Clin, Invest. 79:1440-1446, (1987)); 
anticoUagenase-serum; alpha2-antiplasmin (Holmes et al., J. Biol. Chem. 262(4): 1659-1664, 
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(1987)); Bisantrene (National Cancer Institute); Lobenzarit disodium (N-(2)-carboxyphenyI- 
4- chloroanthronilic acid disodium or "CCA"; Takeuchi at al.. Agents Actions 36:312-316, 
(1992)); Thalidomide; Angostatic steroid; AGM-1470; carboxynaminolmidazole; and 
metalloproteinase inhibitors such as BB94. 

5 

Diseases at the Cellular Level 

Diseases associated with increased cell survival or the inhibition of apoptosis that 
could be treated, prevented, diagnosed, and/or prognosed using fusion proteins of the 
invention and/or polynucleotides encoding albumin fusion proteins of the invention, include 

10 cancers (such as folhcular lymphomas, carcinomas with p53 mutations, and hormone- 
dependent tumors, including, but not limited to colon cancer, cardiac tumors, pancreatic 
cancer, melanoma, retinoblastoma, glioblastoma, lung cancer, intestinal cancer, testicular 
cancer, stomach cancer, neuroblastoma, myxoma, myoma, lymphoma, endothelioma, 
osteoblastoma, osteoclastoma, osteosarcoma, chondrosarcoma, adenoma, breast cancer, 

15 prostate cancer, Kaposi's sarcoma and ovarian cancer); autoimmune disorders (such as, 
multiple sclerosis, Sjogren's syndrome, Hashimoto's thyroiditis, biUaiy cirrhosis, Behcet's 
disease, Crohn's disease, polymyositis, systenfiic lupus erythematosus and immune-related 
glomerulonephritis and rheumatoid arthritis) and viral infections (such as herpes viruses, pox 
viruses and adenoviruses), inflanunation, graft v. host disease, acute graft rejection, and 

20 chronic graft rejection, 

In preferred embodiments, fusion proteins of the invention and/or poljmucleotides 
encoding albumin fusion proteins of the invention are used to inhibit growth, progression, 
and/or metasis of cancers, in particular those listed above. 

Additional diseases or conditions associated with increased cell survival that could be 

25 treated or detected by fusion proteins of the invention and/or polynucleotides encoding 
albmnin fusion proteins of the invention include, but are not limited to, progression, and/or 
metastases of malignancies and related disorders such as leukemia (including acute leukemias 
(e.g., acute lymphocytic leukemia, acute myelocytic leukemia (including myeloblastic, 
promyelocjrtic, myelomonocytic, monocytic, and erythroleukemia)) and chronic leukemias 

30 (e.g., chronic myelocytic (granulocytic) leukemia and chronic lymphocytic leukenoda)), 
polycythemia vera, lymphomas (e.g., Hodgkin's disease and non-Hodgkin's disease), 
multiple myeloma, Waldenstrom's macroglobulinemia, heavy chain disease, and solid tumors 
including, but not limited to, sarcomas and carcinomas such as fibrosarcoma, myxosarcoma, 
liposarcoma, chondrosarcoma, osteogenic sarcoma, chordoma, angiosarcoma, 

35 endotheliosarcoma, lymphangiosarcoma, lymphangioendothehosarcoma, synovioma, 
mesotihielioma, Ewing's tumor, leiomyosarcoma, rhabdomyosarcoma, colon carcinoma. 
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pancreatic cancer, breast cancer, ovarian cancer, prostate cancer, squamous cell carcinoma, 
basal cell carcinoma, adenocarcinoma, sweat gland carcinoma, sebaceous gland carcinoma, 
papillary carcinoma, papillary adenocarcinomas, cystadenocarcinoma, medullary carcinoma, 
bronchogenic carcinoma, renal cell carcinoma, hepatoma, bile duct carcinoma, 
5 choriocarcinoma, seminoma, embryonal carcinoma, Wilm's tumor, cervical cancer, testicular 
tumor, lung carcinoma, small cell lung carcinoma, bladder carcinoma, epithelial carcinoma, 
glioma, astrocytoma, meduUoblastoma, craniophaiyngioma, ependymoma, pinealoma, 
hemangioblastoma, acoustic neuroma, oligodendroglioma, menangioma, melanoma, 
neuroblastoma, and retinoblastoma. 

10 Diseases associated with increased apoptosis that could be treated, prevented, 

diagnosed, and/or prognesed using fusion proteins of the invention and/or polynucleotides 
encoding albumin fusion proteins of the invention, include, but are not Umited to, AIDS; 
neurodegenerative disorders (such as Alzheimer^s disease, Parkinson's disease. Amyotrophic 
lateral sclerosis. Retinitis pigmentosa. Cerebellar degeneration and brain tumor or prior 

15 associated disease); autoimmune disorders (such as, multiple sclerosis, Sjogren's syndrome, 
Hashimoto's thyroiditis, biliaiy cirrhosis, Behcet's disease, Crohn's disease, polymyositis, 
systemic lupus erythematosus and immune-related glomemlonephritis and rheumatoid 
arthritis) myelodysplastic syndromes (such as aplastic anemia), graft v. host disease, ischemic 
injury (such as that caused by myocardial infarction, stroke and reperfusion injury), Uver 

20 injury (e.g., hepatitis related liver injury, ischemia/reperfusion injury, cholestosis (bile duct 
injury) and liver cancer); toxin-induced liver disease (such as that caused by alcohol), septic 
shock, cachexia and anorexia. 

Wonnd Healing and Epithelial .Cell Proliferation 

25 In accordance with yet a further aspect of the present invention, there is provided a 

process for utilizing fusion proteins of the invention and/or pol3mucleotides encoding albumin 
fusion proteins of the.invention, for therapeutic purposes, for example, to stimulate epithelial 
cell proliferation and basal keratinocytes for the purpose of wound healing, and to stimulate 
hair follicle production and healing of dermal wounds. Albumin fusion proteins of the 

30 invention and/or polynucleotides encoding albumin fusion proteins of the invention, may be 
clinically useful in stimulating wound healing including surgical wounds, excisional wounds, 
deep wounds involving damage of the dermis and epidermis, eye tissue wounds, dental tissue 
wounds, oral cavity wounds, diabetic ulcers, dermal ulcers, cubitus ulcers, arterial ulcers, 
venous stasis ulcers, bums resulting from heat exposure or chemicals, and other abnormal 

35 wound healing conditions such as uremia, malnutrition, vitamin deficiencies and 
complications associated with systemic treatment wifli steroids, radiation therapy and 
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antineoplastic drugs and antimetabolites. Albumin fusion proteins of the invention and/or 
polyaucleotides encoding albumin fusion proteins of the invention, could be used to promote 
dermal reestablishment subsequent to dermal loss 

Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 

5 fusion proteins of the invention, could be used to increase the adherence of skin grafts to a 
wound bed and to stimulate re-epithelialization from the wound bed. The following are types 
of grafts that fusion proteins of the invention and/or polynucleotides encoding albumin fusion 
proteins of the invention, could be used to increase adherence to a wound bed: autografts, 
artificial sMn, allografts, autodermic graft, autoepdermic grafts, avacular grafts, Blair-Brown 

10 grafts, bone graft, brephoplastic grafts, cutis graft, delayed graft, dermic graft, epidermic 
graft, fascia graft, full thickness graft, heterologous graft, xenograft, homologous graft, 
hyperplastic graft, lamellar graft, mesh graft, mucosal graft, Ollier-Thiersch graft, omenpal 
graft, patch graft, pedicle graft, penetrating graft, split skin graft, thick split graft. Albumin 
fusion proteins of the invention and/or polynucleotides encoding albumin fusion proteins of 

15 the invention, can be used to promote skin strength and to improve the appearance of aged 
skin. 

It is believed that fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention, will also produce changes in hepatocyte 
proliferation, and epithelial cell proliferation in the lung, breast, pancreas, stomach, small 

20 intestine, and large intestine. Albumin fusion proteins of the uivention and/or polynucleotides 
encoding albumin fusion proteins of the invention, could promote prolifemtion of epithelial 
cells such as sebocytes, hair follicles, hepatocytes, type n pneumocytes, mucin-producing 
goblet cells, and other epithelial cells and their progenitors contained within the skin, lung, 
liver, and gastrointestinal tract Albumin, fusion proteins of the invention and/or 

25 polynucleotides encoding albumin fusion proteins of the invention, may promote proliferation 
of endothelial cells, keratinocytes, and basal keratinocytes. 

Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of tiie invention, could also be used to reduce the side effects of gut toxicity 
that result from mdiation, chemotherapy treatments or viral infections. Albumin fusion 

30 proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention, may have a cytoprotective effect on the small intestine mucosa. Albumin fusion 
proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention, may also stimulate healing of mucositis (mouth ulcers) that result from 
chemotherapy and viral infections. 

35 Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 

fusion proteins of the invention, could further be used in full regeneration of skin in full and 
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partial thickness skin defects, including bums, (i.e., repopulation of hair follicles, sweat, 
glands, and sebaceous glands), treatment of other skin defects such as psoriasis. Albumin 
fusion proteins of the invention and/or polynucleotides encoding albumin fusion proteins of 
the invention, could be used to treat epidermolysis bullosa, a defect in adherence of the 
5 epidermis to the underlying derails which results in frequent, open and painful blisters by 
accelerating reepitfaelialization of these lesions. Albumin fusion proteins of the invention 
and/or polynucleotides encoding albumin fusion proteins of the invention, could also be used 
to treat gastric and doudenal ulcers and help heal by scar formation of the mucosal lining and 
regeneration of glandular mucosa and duodenal mucosal lining more rapidly. Inflammatory 
10 bowel diseases, such as Crohn's disease and ulcerative colitis, are diseases which result in 
destruction of the mucosal surface of the small or large intestine, respectively. Thus, fusion 
proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention, could be used to promote the resurfacing of the mucosal surface to aid more rapid 
healing and to prevent progression of inflammatory bowel disease. Treatment with fusion 
15 proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention, is expected to have a significant rffect on the production of mucus throughout the 
gastrointestinal tract and could be used to protect the mtestinal mucosa from injurious 
substances that are ingested or following surgery. Albunoin fusion proteins of the invention 
and/or polynucleotides encoding albumin fusion proteins of tiie invention, could be used to 
20 treat diseases associate with the under expression. 

Moreover, fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention, could be used to prevent and heal damage to the lungs due to 
various pathological states. Albumin fusion proteins of the invention and/or polynucleotides 
encoding albumin fusion proteins of the invention, which could stimulate proliferation and 
25 differentiation and promote the repair of alveoh and brochiolar epithelium to prevent or treat 
acute or chronic lung damage. For example, emphysema, which results in the progressive 
loss of aveoli, and inhalation injuries, i.e., resulting from smoke inhalation and bums, that 
cause necrosis of the bronchiolar epithelium and alveoli could be effectively treated using 
polynucleotides or polypeptides, agonists or antagonists of the present invention. Also fusion 
30 proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention, could be used to stimulate the proliferation of and differentiation of type 11 
pneumocytes, which may help treat or prevent disease such as hyaline membrane diseases, 
such as infant respiratory distress syndrome and bronchopulmonary displasia, in premature 
infants. 

35 Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 

fusion proteins of the invention, could stimulate the proliferation and differentiation of 
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hepatocytes and, thus, could be used to alleviate or treat liver diseases and pathologies such as 
fulminant liver failure caused by cirrhosis, liver damage caused by viral hepatitis and toxic 
substances (i.e., acetaminophen, carbon tetraholoride and other hepatotoxins known in the 
art). 

5 In addition, fusion proteins of the invention and/or polynucleotides encoding albumin 

fusion proteins of the invention, could be used treat or prevent the onset of diabetes mellitus. 
In patients with newly diagnosed Types I and II diabetes, where some islet cell function 
remains, fusion proteins of the invention and/or polynucleotides encoding albumin fusion 
proteins of the invention, could be used to maintain the islet function so as to alleviate, delay 
10 or prevent permanent manifestation of tiie disease. Also, fusion proteins of the invention 
and/or polynucleotides encoding albumin fusion proteins of the invention, could be used as an 
auxiliary in islet cell transplantation to improve or promote islet cell function. 

Neuraj Activity Neurological Diseases 

15 The albumin fusion proteins of the invention and/or polynucleotides encoding albumin 

fusion proteins of the invention may be used for the diagnosis and/or treatment of diseases, 
disorders, damage or injury of the brain and/or nervous system. Nervous system disorders 
that can be treated with the compositions of the invention (e.g., fusion proteins of the 
invention and/or polynucleotides encoding albumin fusion proteins of tiie invention), include, 

20 but are not limited to, nervous system injuries, and diseases or disorders which result in either 
a discormection of axons, a diminution or degeneration of neurons, or demyelination. 
Nervous system lesions which may be treated in a patient (including human and non-human 
manunalian patients) according to the methods of the invention, include but are not limited to, 
the following lesions of either the central (including spinal cord, brain) or peripheral nervous 

25 systems: (1) ischemic lesions, in which a lack of oxygen in a portion of the nervous system 
results in neuronal injury or death, including cerebral infarction or ischemia, or spinal cord 
infarction or ischemia; (2) traumatic lesions, including lesions caused by physical injury or 
associated with surgery, for example, lesions which sever a portion of the nervous system, or 
compression injuries; (3) malignant lesions, in which a portion of the nervous system is 

30 destroyed or injured by malignant tissue which is either a nervous system associated 
malignancy or a malignancy derived from non-nervous system tissue; (4) infectious lesions, 
in which a portion of the nervous system is destroyed or injured as a result of infection, for 
example, by an abscess or associated with infection by human immunodeficiency virus, 
herpes zoster, or herpes simplex virus or with Lyme disease, tuberculosis, or syphilis; (5) 

35 degenerative lesions, in which a portion of the nervous system is destroyed or injured as a 
result of a degenerative process including but not limited to, degeneration associated with 
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Parkinson's disease, Alzheimei's disease, Huntington's chorea, or amyotrophic lateral 
sclerosis (ALS); (6) lesions associated with nutritional diseases or disorders, in which a 
portion of the nervous system is destroyed or injured by a nutritional disorder or disorder of 
metabolism including, but not Kmited to, vitamin B12 deficiency, folic acid deficiency, 
5 Wernicke disease, tobacco-alcohol amblyopia, Marchiafava-Bignami disease (primary 
degeneration of the corpus callosum), and alcoholic cerebellar degeneration; (7) neurological 
lesions associated with systemic diseases including, but not limited to, diabetes (diabetic 
neuropathy, BelFs palsy), systemic lupus erythematosus, carcinoma, or sarcoidosis; (8) 
lesions caused by toxic substances including alcohol, lead, or particular neurotoxins; and (9) 

10 demyelinated lesions in which a portion of the nervous system is destroyed or injured by a 
demyelinating disease including, but not limited to, multiple sclerosis, human 
immunodeficiency vims-associated myelopathy, transverse myelopathy or various etiologies, 
progressive multifocal leukoencephalopathy, and central pontine myelinolysis. 

In one embodiment, the albumin fusion proteins of the invention and/or 

15 polynucleotides encoding albumin fusion proteins of the invention are used to protect neural 
cells from the damaging effects of hypoxia. In a further preferred embodiment, the albumin 
fusion proteins of Ihe invention and/or polynucleotides encoding albumin fusion proteins of 
the invention are used to protect neural cells from tiie damaging effects of cerebral hypoxia. 
According to this embodiment Ac compositions of flie invention are used to treat or prevent 

20 neural cell injury associated with cerebral hypoxia. In one non-exclusive aspect of this 
embodiment, the albumin fusion proteins tiie invention and/or polynucleotides encoding 
albumin fusion proteins of the invention, are used to treat or prevent neural cell injury 
associated with cerebral ischemia. In another non-exclusive aspect of this embodiment, the 
albumin fusion proteins of the invention and/or polynucleotides encoding albumin fusion 

25 proteins of the invention are used to treat or prevent neural cell injury associated with cerebral 
infarction. 

In another preferred embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used to treat or prevent 
neural cell injury associated witii a stroke. In a specific embodiment, albumin fusion proteins 

30 of the invention and/or polynucleotides encoding albumin fusion proteins of the invention are 
used to treat or prevent cerebral neural cell injury associated with a stroke. 

In another preferred embodiment, albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of tiie invention are used to treat or prevent 
neural cell injury associated with a heart attack. In a specific embodiment, albumin fusion 

35 proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention are used to treat or prevent cerebral neural cell injury associated with a heart attack. 
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The compositions of the invention which are useful for treating or preventing a 
nervous system disorder may be selected by testing for biological activity in promoting the 
survival or differentiation of neurons. For example, and not by way of limitation, 
compositions of the invention which eUcit any of the following effects may be useful 
5 according to the invention: (1) increased survival time of neurons in culture either in the 
presence or absence of hypoxia or hypoxic conditions; (2) increased sprouting of neurons in 
culture or m vivo; (3) increased production of a neuron-associated molecule in culture or in 
vivo, e.g., choline acetyltransferase or acetylcholinesterase with respect to motor neurons; or 
(4) decreased symptoms of neuron dy^unction in vivo. Such effects may be measured by 

10 any method known in the art In preferred, non-limiting embodiments, increased survival of 
neurons may routinely be measured using a method set forth herein or otherwise known in die 
art, such as, for example, in Zhang et aL, Proc Natl Acad Sci USA 97:3637-42 (2000) or in 
Arakawa et ah, J. NeuroscL, i0:3507-15 (1990); increased sprouting of neurons may be 
detected by methods known in the art, such as, for example, the methods set forth in Pestronk 

15 et uL, Exp, NeuroL, 70:65-82 (1980), or Brown et ah, Ann. Rev, NeuroscL, ^: 17-42 
(1981); increased production of neuron-associated molecules may be measured by bioassay, 
enzymatic assay, antibody binding, Northem blot assay, etc., using techniques known in the 
. art and depending on the molecule tx> be measured; and motor neuron dysfunction may be 
measured by assessing the phy^cal manifestation of motor neuron disorder, e.g., weakness, 

20 motor neuron conduction velocity, or functional disability. 

In specific embodiments, motor neuron disorders that may be treated according to the 
invention include, but are not limited to, disorders such as infarction, infection, exposure to 
toxin, trauma, surgical damage, degenerative disease or malignancy that may affect motor 
neurons as well as other components of the nervous system, as well as disorders that 

25 selectively affect neurons such as amyotrophic lateral sclerosis, and including, but not limited 
to, progressive spinal muscular atrophy, progressive bulbar palsy, primary lateral sclerosis, 
infantile and juvenile muscular atrophy, progressive bulbar paralysis of childhood (Fazio- 
Londe syndrome), poliomyelitis and the post polio syndrome, and Hereditary Motorsensory 
Neuropathy (Charcot-Marie-Toofh Disease). 

30 Further, fusion proteins of the invention and/or polynucleotides encoding albumin 

fusion proteins of the invention may play a role in neuronal survival; synapse formation; 
conductance; neural differentiation, etc. Thus, compositions of the invention (including fusion 
proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention) may be used to diagnose and/or treat or prevent diseases or disorders associated 

35 with these roles, including, but not limited to, learning and/or cognition disorders. The 
compositions of the invention may also be useful in the treatment or prevention of 
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neurodegenerative disease states and/or behavioural disorders. Such neurodegenerative 
disease states and/or behavioral disorders include, but are not limited to, Alzheimor's Disease, 
Parkinson's Disease, Huntington's Disease, Tourette Syndrome, schizophrenia, mania, 
dementia, paranoia, obsessive compulsive disorder, panic disorder, learning disabilities, 
5 ALS, psychoses, autism, and altered behaviors, including disorders in feeding, sleep 
patterns, balance, and perception. In addition, compositions of the invention may also play a 
role in the treatment, prevention and/or detection of developmental disorders associated with 
the developing embryo, or sexually-linked disorders. 

AdditionaUy, fusion proteins of the invention and/or polynucleotides encoding 

10 albumin fusion proteins of the invention, may be useful in protecting neural cells from 
diseases, damage, disorders, or injury, associated with cerebrovascular disorders including, 
but not limited to, carotid artery diseases (e.g., carotid artery thrombosis, carotid stenosis, or 
Moyamoya Disease), cerebral amyloid angiopathy, cerebral aneurysm, cerebral anoxia, 
cerebral arteriosclerosis, cerebral arteriovenous malformations, cerebral artery diseases, 

15 cerebral embolism and thrombosis (e.g., carotid artery thrombosis, sinus thrombosis, or 
Wallenberg's Syndrome), cerebral hemorrhage (e.g., epidural or subdural hematoma, or 
subarachnoid hemorrhage), cerebral infarction, cerebral ischemia (e.g., transient cerebral 
ischemia. Subclavian Steal Syndrome, or vertebrobasilar insufficiency), vascular dementia 
(e.g., multi-infarct), leukomalacia, periventricular, and vascular headache (e.g., cluster 

20 headache or migraines). 

In accordance with yet a further aspect of the present invention, there is provided a 
process for utilizing fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention, for therapeutic purposes, for example, to stimulate 
neurological cell proliferation and/or differentiation. Therefore, fusion proteins of the 

25 invention and/or polynucleotides encoding albxmiin fusion proteins of the invention may be 
used to treat and/or detect neurologic diseases. Moreover, fusion proteins of the invention 
and/or polynucleotides encoding albumin fusion proteins of tibe invention^ can be used as a 
marker or detector of a particular nervous system disease or disorder. 

Examples of neurologic diseases which can be treated or detected with fusion proteins 

30 of the invention and/or polynucleotides encoding albumin fusion proteins of the invention 
include, brain diseases, such as metabolic brain diseases which includes phenylketonuria such 
as maternal phenylketonuria, pyruvate carboxylase deficiency, pymvate dehydrogenase 
complex deficiency, Wernicke's Encephalopathy, brain edema, brain neoplasms such as 
cerebellar neoplasms which include infratentorial neoplasms, cerebral ventricle neoplasms 

35 such as choroid plexus neoplasms, hypothalamic neoplasms, supratentorial neoplasms, 
canavan disease, cerebellar diseases such as cerebellar ataxia which include spinocerebellar 
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degeneration such as ataxia telangiectasia, cerebellar dyssynergia, Friederich's Ataxia, 
Machado-Joseph Disease, olivopontocerebellar atrophy, cerebellar neoplasms such as 
infratentorial neoplasms, diffuse cerebral sclerosis such as encephalitis periaxialis, globoid 
cell leukodystrophy, metachromatic leukodystrophy and subacute sclerosing panencephalitis. 
5 Additional neurologic diseases which can be treated or detected with fimon proteins of 

the invention and/or polynucleotides encoding albumin fusion proteins of the invention 
include cerebrovascular disorders (such as carotid artery diseases which include carotid artery 
thrombosis, carotid stenosis and Moyamoya Disease), cerebral amyloid angiopathy, carebral 
aneurysm, cerebral anoxia, cerebral arteriosclerosis, cerebral arteriovenous malformations, 

10 cerebral artery diseases, cerebral embolism and thrombosis such as carotid artery thrombosis, 
sinus thrombosis and Wallenberg's Syndrome, cerebral hemorrhage such as epidural 
hematoma, subdural hematoma and subarachnoid hemorrhage, cerebral infarction, cerebral 
ischemia such as transient cerebral ischemia. Subclavian Steal Syndrome and vertebrobasilar 
insufficiency, vascular dementia such as multi-infarct dementia, periventricular leukomalacia, 

1 5 vascular headache such as cluster headache and migraine. 

Additional neurologic diseases which can be treated or detected with fusion proteins of 
the invention and/or polynucleotides encoding albumin fusion proteins of the invention 
include dementia such as AIDS Dementia Complex, presenile dementia such as Alzheimer's 
Disease and Creutzfeldt-Jakob Syndrome, senile dementia such as Alzheimer's Disease and 

20 progressive supranuclear palsy, vascular dementia such as multi-infarct dementia, encephalitis 
which include encephalitis periaxialis, viral encephalitis such as epidemic encephalitis, 
Japanese Encephalitis, St. Louis Encephahtis, tick-bome encephalitis and West Nile Fever, 
acute disseminated encephalomyelitis, meningoencephalitis such as uveomeningoencephalitic 
syndrome. Postencephalitic Parkinson Disease and subacute sclerosing panencephalitis, 

25 encephalomalada such as periventricular leukomalacia, epilepi^ such as generalized epilepsy 
which includes infantile spasms, absence epilepsy, myoclonic epilepsy which includes 
MERRF Syndrome, tonic-clonic epilepsy, partial epilepsy such as complex pardal- epilepsy, 
frontal lobe epilepsy and temporal lobe epilepsy, post-^traumatic epilepsy, status epilepticus 
such as Epilepsia Partialis Continua, and Hallervorden-Spatz Syndrome, 

30 Additional neurologic diseases which can be treated or detected with fusion proteins of 

the invention and/or polynucleotides encoding albumin fusion proteins of the invention 
include hydrocephalus such as Dandy-Walker Syndrome and normal pressure hydrocephalus, 
hypothalamic diseases such as hypothalamic neoplasms, cerebral malaria, narcolepsy which 
includes cataplexy, bulbar poliomyelitis, cerebri pseudotumor, Rett Syndrome, Reye's 

35 Syndrome, thalamic diseases, cerebral toxoplasmosis, intracranial tuberculoma and Zellweger 
Syndrome, central nervous system infections such as AIDS Dementia Complex, Brain 
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Abscess, subdural empyema, encephalomyelitis such as Equine Encephalomyelitis, 
Venezuelan Equine Encephalomyelitis, Necrotizing Hemorrhagic Encephalomyelitis, Visna, 
and cerebral malaria. 

Additionai neurologic diseases which can be treated or detected with fusion proteins of 
5 the invenlioa and/or polynucleoddes encoding albumin fusion proteins of the invention 
include meningitis such as arachnoiditis, aseptic meningtitis such as viral meningtitis which 
includes lymphocytic choriomeningitis. Bacterial meningtitis which includes Haemophilus 
Meningtitis, Listeria Meningtitis, Meningococcal Meningdtis such as Waterhouse- 
Friderichsen Syndrome, Pneumococcal Meningtitis and meningeal tuberculosis, fungal 

10 meningitis such as Cryptococcal Meningtitis, subdural effusion, meningoencephalitis such as 
uvemeningoencephalitic syndrome, myelitis such as transverse myelitis, neurosyphilis such 
as tabes dorsalis, poliomyelitis which includes bulbar poliomyeUtis and postpoliomyelitis 
syndrome, prion diseases (such as Creutzfeldt-Jakob Syndrome, Bovine Spongiform 
Encephalopathy, Gerstmann-Straussler Syndrome, Kuru, Scrapie), and cerebral 

15 toxoplasmosis. 

Additional neurologic diseases which can be treated or detected with fusion proteins of 
die invention and/or polynucleotides encoding albumin fusion proteins of the invention 
include central nervous system neoplasms such as brain neoplasms that include cerebellar 
neoplasms such as infratentorial neoplasms, cerebral ventricle neoplasms such as choroid 

20 plexus neoplasms, hypothalamic neoplasms and supratentorial neoplasms, meningeal 
neoplasms, spinal cord neoplasms which include epidural neoplasms, demyelinating diseases 
such as Canavan Diseases, diffuse cerebral sceloris which includes adrenoleukodystrophy, 
encephalitis periaxialis, globoid cell leukodystrophy, diffuse cerebral sclerosis such as 
metachromatic leukodystrophy, allergic encephalomyelitis, necrotizing hemorrhagic 

25 encephalomyelitis, progressive multifocal leukoencephalopathy, multiple sclerosis, central 
pontine myelinolysis, transverse myeUtis, neuromyelitis optica. Scrapie, Swayback, Chronic 
Fatigue Syndrome, Visna, High Pressure Nervous Syndrome, Meningism, spinal cord 
diseases such as amyotonia congenita, amyotrophic lateral sclerosis, spinal muscular atrophy 
such as Werdnig-Hoffmann Disease, spinal cord compression, spinal cord neoplasms such as 

30 epidural neoplasms, syringomyelia, Tabes Dorsalis, Stiff-Man Syndrome, mental retardation 
such as Angelman Syndrome, Cri-du-Chat Syndrome, De Lange's Syndrome, Down 
Syndrome, Gangliosidoses such as gangliosidoses G(M1), Sandhoff Disease, Tay-Sachs 
Disease, Hartnup Disease, homocystinuria, Laurence-Moon- Biedl Syndrome, Lesch-Nyhan 
Syndrome, Maple Syrup Urine Disease, mucolipidosis such as fucosidosis, neuronal ceroid- 

35 lipofuscinosis, oculocerebrorenal syndrome, phenylketonuria such as mat^al 
phenylketonuria, Prader-Willi Syndrome, Rett Syndrome, Rubinstein-Taybi Syndrome, 
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Tuberous Sclerosis, WAGR Syndrome, nervous system abnormalities such as 
holoprosencephaly, neural tube defects such as anencephaly which includes 
hydrangencephaly, Amold-Chairi Deformity, encephalocele, meningocele, 
meningomyelocele, spinal dysraphism such as spina bifida cystica and spina bifida occulta. 

S Additional neurologic diseases which can be treated or detected with fusion proteins of 

the invention and/or polynucleotides encoding albumin fusion proteins of the invention 
include hereditary motor and sensory neuropathies which include Charcot-Marie Disease, 
Hereditary optic atrophy, Refsum's Disease, hereditary spastic paraplegia, Werdnig- 
Hoffmann Disease, Hereditary Sensory and Autonomic Neuropathies such as Congenital 

10 Analgesia and Familial Dysautonomia, Neurologic manifestations (such as agnosia that 
include Gerstmann's Syndrome, Amnesia such as retrograde amnesia, apraxia, neurogenic 
bladder, cataplexy, communicative disorders such as hearing disorders that includes deafness, 
partial hearing loss, loudness recruitment and tinnitus, language disorders such as aphasia 
which include agraphia, anomia, bioca aphasia, and Wernicke Aphasia, Dyslexia such as 

15 Acquired I>yslexia, language development disorders, speech disorders such as aphasia which 
includes anomia, broca aphasia and Wernicke Aphasia, articulation disorders, communicative 
disorders such as speech disorders which include dysarthria, echolalia, mutism and stuttering, 
voice disorders such as aphonia and hoarseness, decerebrate state, delirium, fasciculation, 
hallucinations, meningism, movement disorders such as angelman syndrome, ataxia, 

20 athetosis, chorea, dystonia, hypokinesia, muscle hypotonia, myoclonus, tic, torticollis and 
tremor, muscle hypertonia such as muscle rigidity such as stiff-man syndrome, muscle 
spasticity, paralysis such as facial paralysis which includes Herpes Zoster Oticus, 
Gastroparesis, Hemiplegia, ophthalmoplegia such as diplopia, Duane's Syndrome, Horner's 
Syndrome, Chronic progressive external ophthalmoplegia such as Kearas Syndrome, Bulbar 

25 Paralysis, Tropical Spastic Paraparesis, Paraplegia such as Brown-Sequard Syndrome, 
quadriplegia, respiratory paralysis and vocal cord paralysis, paresis, phantom limb, taste 
disorders such as ageusia and dysgeusia, vision disorders such as amblyopia, blindness^ 
color vision defects, diplopia, hemianopsia, scotoma and subnormal vision, sleep disorders 
such as hypersonnnia which includes Kleine-Levin Syndrome, insonmia, and somnambulism, 

30 spasm such as trismus, unconsciousness such as coma, persistent vegetative state and 
syncope and vertigo, neuromuscular diseases such as amyotonia congenita, amyotrophic 
lateral sclerosis, Lambert-Eaton Myasthenic Syndrome, motor neuron disease, muscular 
atrophy such as spinal muscular atrophy, C3iarcot-Marie Disease and Werdnig-Hoffmann 
Disease, Postpoliomyelitis Syndrome, Muscular Dystrophy, Myasthenia Gravis, Myotonia 

35 Atrophica, Myotonia Confenita, Nemaline Myopathy, Familial Periodic Pamlysis, Multiplex 
Paramyloclonus, Tropical Spastic F^paresis and Stiff-Man Syndrome, peripheral nervous 
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system diseases such as acrodynia, amyloid neuropathies, autonomic nervous system 
diseases such as Adie's Syndrome, Barre-Lieou Syndrome, Familial Dysautonomia, 
Horner's Syndrome, Reflex Sympathetic Dystrophy and Shy-Drager Syndrome, Cranial 
Nerve Diseases such as Acoustic Nerve Diseases such as Acoustic Neuroma which includes 
5 Neurofibromatosis 2, Facial Nerve Diseases such as Facial Neuralgia,Melkersson-Rosenthal 
Syndrome, ocular motility disorders which includes amblyopia, nystagmus, oculomotor 
nerve paralysis, ophthalmoplegia such as Duane's Syndrome, Homer's Syndrome, Chronic 
Progressive External Ophthalmoplegia which includes Keams Syndrome, Strabismus such as 
Esotropia and Exotropia, Oculomotor Nerve Paralysis, Optic Nerve Diseases such as Optic 

10 Atrophy which includes Hereditary Optic Atrophy, Optic Disk Drusen, Optic Neuritis such as 
Neuromyelitis Optica, Papilledema, Trigenndnal Neuralgia, Vocal Cord Paralysis, 
Demyelinating Diseases such as Neuromyelitis Optica and Swayback, and Diabetic 
neuropathies such as diabetic foot. 

Additional neurologic diseases which can be treated or detected with fusion proteins of 

15 the invention and/or polynucleotides encoding albunnin fusion proteins of the invention 
include nerve compression sjmdromes such as carpal tunnel syndrome, tarsal tunnel 
syndrome, thoracic outiet syndrome such as cervical rib syndrome, ulnar nerve compression 
syndrome, neuralgia such as causalgia, cervico-brachial neuralgia, facial neuralgia and 
trigeminal neuralgia, neuritis such as experimental allergic neuritis, optic neuritis, 

20 polyneuritis, polyradiculoneuritis and radiculities such as polyradiculitis, hereditary motor and 
sensory neuropathies such as Charcot-Marie Disease, Hereditary Optic Atrophy, Refsum's 
Disease, Hereditary Spastic Paraplegia and Werdnig-Hoffmann Disease, Hereditary Sensory 
and Autonomic Neuropathies which include Congenital Analgesia and Familial 
Dysautonomia, POEMS Syndrome, Sciatica, Gustatory Sweating and Tetany). 

25 

Endocrine Disorders 

Albumin fusion proteins of the invention and/or polynucleotides encoding albunun 
fusion proteins of the invention, may be used to treat, prevent, diagnose, and/or prognose 
30 disorders and/or diseases related to hormone imbalance, and/or disorders or diseases of the 
endocrine system. 

Hormones secreted by the glands of the endocrine system control physical growth, 
sexual function, metabolism, and other functions. Disorders may be classified in two ways: 
disturbances in the production of hormones, and the inability of tissues to respond to 
35 hormones. The etiology of these hormone imbalance or endocrine system diseases, disorders 
or conditions may be genetic, somatic, such as cancer and some autoinmiune diseases, 
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acquired (e.g., by chemotherapy, injury or toxins), or infectious. Moreover, fusion proteins 
of the invention and/or polynucleotides encoding albunndn fusion proteins of the invention can 
be used as a marker or detector of a particular disease or disorder related to the endocrine 
system and/or hormone imbalance. 
5 Endocrine system and/or hormone imbalance and/or diseases encompass disorders of 

uterine motility including, but not limited to: complications with pregnancy and labor (e.g., 
pre-term labor, post-term pregnancy, spontaneous abortion, and slow or stopped labor); and 
disorders and/or diseases of the menstrual cycle (e.g., dysmenorrhea and endometriosis). 

Endocrine system and/or hormone imbalance disorders and/or diseases include 

10 disorders and/or diseases of the pancreas, such as, for example, diabetes mellitus, diabetes 
insipidus, congenital pancreatic agenesis, pheochromocytoma— islet cell tumor syndrome; 
disorders and/or diseases of the adrenal glands such as, for example, Addison's Disease, 
corticosteroid deficiency, virilizing disease, hirsutism, Cushing's Syndrome, 
h5^eraldosteronism, pheochromocytoma; disorders and/or diseases of the pituitary gland, 

15 such as, for example, hyperpituitarism, hypopituitarism, pituitary dwarfism, pituitary 
adenoma, panhypopituitarism, acromegaly, gigantism; disorders and/or diseases of the 
thyroid, including but not limited to, hyperthyroidism, hypothyroidism, Plummer's disease. 
Graves* disease (toxic diffuse goiter), toxic nodular goiter; thyroiditis (Hasliimoto*s 
thyroiditis, subacute granulomatous thyroiditis, and silent lymphocytic thyroiditis), Pendred's 

20 syndrome, myxedema, cretinism, thyrotoxicosis, thyroid hormone coupling defect, thymic 
aplasia, Hurthle cell tumours of the tiiyroid, thyroid cancer, thyroid carcinoma. Medullary 
thyroid carcinoma; disorders and/or diseases of the parathyroid, such as, for example, 
hyperparathyroidism, hypoparathyroidism; disorders and/or diseases of the hypothalamus. 

In addition, endocrine system and/or hormone imbalance disorders and/or diseases 

25 may also include disorders and/or diseases of the testes or ovaries, including cancer. CHher 
disorders and/or diseases of the testes or ovaries further include, for example, ovarian cancer, 
polycystic ovary syndrome, Klinefelter's sjmdrome, vanishing testes syndrome (bilat^al 
anorchia), congenital absence of Leydig's cells, cryptorchidism, Noonan's syndrome, 
myotonic dystrophy, capillary haemangioma of the testis (benign), neoplasias of the testis and 

30 neo-testis. 

Moreover, endocrine system and/or hormone imbalance disorders and/or diseases may 
also include disorders and/or diseases such as, for example, polyglandular deficiency 
syndromes, pheochromocytoma, neuroblastoma, multiple Endocrine neoplasia, and disorders 
and/or cancers of endocrine tissues. 
35 In another embodiment, albumin fusion proteins of the invention and/or 

polynucleotides encoding albumin fusion proteins of the invention, may be used to diagnose, 
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prognose, prevent, and/or treat endocrine diseases and/or disorders associated with tbe 
tissue(s) in which the Therapeutic protein corresponding to the Therapeutic protein pardon of 
the albumin protein of the invention is expressed, 

5 Reproductive System Disorders 

The albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention may be used for the diagnosis, treatment, or prevention of 
diseases and/or disorders of the reproductive system. Reproductive system disorders that can 
be treated by the compositions of the invention, include, but are not limited to, reproductive 
10 system injuries, infections, neoplastic disorders, congenital defects, and diseases or disorders 
which result in infertility, complications with pregnancy, labor, or parturition, and postpartum 
difficulties. 

Reproductive system disorders and/or diseases include diseases and/or disorders of 
the testes, including testicular atrophy, testicular feminization, cryptorchism (unilateral and 

15 bilateral), anorchia, ectopic testis, epididymitis and orchitis (typically resulting from infections 
such as, for example, gonorrhea, mumps, tuberculosis, and syphilis), testicular torsion, 
vasitis nodosa, germ cell tumors (e.g., senainomas, embryonal cell carcinomas, 
teratocarcinomas, choriocarcinomas, yolk sac tumors, and teratomas), stromal tumors (e.g., 
Leydig cell tumors), hydrocele, hematocele, varicocele, spennatocele, inguinal hernia, and 

20 disorders of sperm production (e.g., immotQe dlia syndrome, aspermia, asthenozoospermia, 
azoospermia, oligospermia, and teratozoospermia). 

Reproductive system disorders also include disorders of the prostate gland, such as 
acute non-bacterial prostatitis, chronic non-bacterial prostatitis, acute bacterial prostatitis, 
chronic bacterial prostatitis, prostatodystonia, prostatosis, granulomatous prostatitis, 

25 malacoplakia, benign prostatic hypertrophy or hyperplasia, and prostate neoplastic disorders, 
including adenocarcinomas, transitional cell carcinomas, ductal carcinomas, and squamous 
cell carcinomas. 

Additionally, the compositions of the invention may be useful in the diagnosis, 
treatment, and/or prevention of disorders or diseases of the penis and urethra, including 

30 inflammatory disorders, such as balanopostfaitis, balanitis xerotica obliterans, phimosis, 
paraphimosis, syphilis, herpes simplex virus, gonorrhea, non-gonococcal urethritis, 
chlamydia, mycoplasma, trichomonas, HIV, AIDS, Reiter*s syndrome, condyloma 
acuminatum, condyloma latum, and pearly penile papules; urethral abnormalities, such as 
hypospadias, epispadias, and phimosis; preraalignant lesions, including Erythroplasia of 

35 Queyrat, Bowen's disease, Bowenoid paplosis, giant condyloma of Buscke-Lowenstein, and 
vamicous carcinoma; penile cancers, including squamous cell carcinomas, carcinoma in situ, 
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verrucous carcinoma, and disseminated penile carcinoma; uretliral neoplastic disorders, 
including penile urethral carcinoma, bulbomembranous urethral carcinoma, and prostatic 
urethral carcinoma; and erectile disorders, such as priapism, Peyronie's disease, erectUe 
dysfunction, and impotence. 
5 Moreover, diseases and/or disorders of the vas deferens include vasculititis and 

CBAVD (congenital bilateral absence of the vas deferens); additionally, the albumin fusion 
proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention maiy be used in the diagnosis, treatment, and/or prevention of diseases and/or 
disorders of the seminal vesicles, including hydatid disease, congenital chloride diarrhea, and 

10 polycystic kidney disease. 

Other disorders and/or diseases of the male reproductive system include, for example, 
Klinefelter's syndrome. Young's syndrome, premature ejaculation, diabetes mellitus, cystic 
fibrosis, Kartagener^s syndrome, high fever, multiple sclerosis, and gynecomastia. 

Further, the polynucleotides, fusion proteins of the invention and/or polynucleotides 

15 encoding albumin fusion proteins of the invention may be used in the diagnosis, treatment, 
and/or prevention of diseases and/or disorders of the vagina and vulva, including bacterial 
vaginosis, Candida vaginitis, herpes simplex virus, chancroid, granuloma inguinale, 
lymphogranuloma venereum, scabies, human papillomavirus, vaginal trauma, vulvar trauma, 
adenosis, chlamydia vaginitis, gonorrhea, trichomonas vaginitis, condyloma acuminatum, 

20 sjrphilis, molluscum contagiosum, atrophic vaginitis, P^get's disease, lichen sclerosus, lichen 
planus, vulvodynia, toxic shock syndrome, vaginismus, vulvovagiiutis, vulvar vestibulitis, 
and neoplastic disorders, such as squamous cell hyperplasia, clear cell carcinoma, basal ceD 
carcinoma, melanomas, cancer of Bartholin's gland, and vulvar intraepithelial neoplasia. 

Disorders and/or diseases of the uterus include dysmenorrhea, retroverted uterus, 

25 endometriosis, fibroids, adenomyosis, anovulatory bleeding, amenorrhea, Gushing' s 
syndrome, hydatidiform moles, Asherman's syndrome, premature menopause, precocious 
puberty, uterine polyps, dysfunctional uterine bleeding (e.g., due to aberrant hormonal 
signals), and neoplastic disorders, such as adenocarcinomas, keiomyosarcomas, and 
sarcomas. Additionally, the albumin fusion proteins of the invention and/or polynudeotides 

30 encoding albumin fusion proteins of the invention may be useful as a noarker or detector of, as 
well as in the diagnosis, treatment, and/or prevention of congenital uterine abnormalities, such 
as bicomuate uterus, septate uterus, simple unicomuate uterus, unicomuate utems with a 
noncavitary rudimentary horn, unicomuate uterus with a non-communicating cavitaiy 
mdimentaiy hom, unicomuate uteras with a conununicating cavitaiy horn, arcuate uterus, 

35 uterine didelfus, and T-shaped uterus. 

Ovarian diseases and/or disorders include anovulation, polycystic ovary syndrome 
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(Stein-Leventhal syndrome), ovarian cysts, ovarian hypofunction, ovarian insensitivity to 
gonadotropins, ovarian overproduction of androgens, right ovarian vein syndrome, 
amenorrhea, hirutism, and ovarian cancer (including, but not limited to, primary and 
secondary cancerous growth, Sertoli-Leydig tumors, endometriod carcinoma of the ovary, 
5 ovarian papillary serous adenocarcinoma, ovarian mucinous adenocarcinoma, and Ovarian 
Krukenberg tumors). 

Cervical diseases and/or disorders include cervicitis, chronic cervicitis, mucopurulent 
cervicitis, cervical dysplasia, cervical polyps, Nabothian cysts, cervical erosion, cervical 
incompetence, and cervical neoplasms (including, for example, cervical carcinoma, squamous 
10 metaplasia, squamous cell carcinoma, adenosquamous cell neoplasia, and columnar cell 
neoplasia). 

Additionally, diseases and/or disorders of the reproductive system include disorders 
and/or diseases of pregnancy, including miscarriage and stillbirth, such as early abortion, late 
abortion, spontaneous abortion, induced abortion, therapeutic abortion, threatened abortion, 

15 missed abortion, incomplete abortion, complete abortion, habitual abortion, missed abortion, 
and septic abortion; ectopic pregnancy, anemia, Rh inicompatibility, vaginal bleeding during 
pregnancy, gestational diabetes, intrauterine growth retardation, polyhydramnios, HELLP 
syndrome, abruptio placentae, placenta previa, hyperemesis, preeclampsia, eclampsia, heipes 
gestationis, and urticaria of pregnancy. Additionally, the albumin fusion proteins of the 

20 invention and/or polynucleotides encoding albumin fusion proteins of the invention may be 
used in the diagnosis, treatment, and/or prevention of diseases that can complicate pregnancy, 
including heart disease, heart failure, rheumatic heart disease, congenital heart disease, ndtral 
valve prolapse, high blood pressure, anemia, kidney disease, infectious disease (e.g., rubella, 
cytomegalovirus, toxoplasmosis, infectious hepatitis, chlamydia, HIV, AIDS, and genital 

25 herpes), diabetes mellitus, Graves' disease, thyroiditis, hypothyroidism, Hashimoto's 
thyroiditis, chronic active hepatitis, cirrhosis of the liver, primary biliary cirrhosis, asthma, 
systemic lupus eiyematosis, rheumatoid arthritis, myasthenia gravis, idiopathic 
thrombocytopenic purpura, appendicitis, ovarian cysts, gallbladder disorders,and obstruction 
of the intestine. 

30 Complications associated with labor and parturition include premature rupture of the 

membranes, pre-term labor, post-term pregnancy, postmaturity, labor that progresses too 
slowly, fetal distress (e.g., abnormal heart rate (fetal or maternal), breathing problems, and 
abnormal fetal position), shoulder dystocia, prolapsed umlMlical cord, amniotic fluid 
embolism, and aberrant uterine bleeding. 

35 Further, diseases and/or disorders of the postdelivery period, including endometritis, 

myometritis, parametritis, peritonitis, pelvic thrombophlebitis, pulmonary embolism, 
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endotoxemia, pyelonephritis, saphenous thrombophlebitis, mastitis, cystitis, postpartum 
hemorrhage, and inverted uterus. 

Other disorders and/or diseases of the female reproductive system that may be 
diagnosed, treated^ and/or prevented by the albumin fusion proteins of the invention and/or 
5 polynucleotides encoding albumin fusion proteins of the invention include, for example. 
Turner's syndrome, pseudohermaphroditism, premenstraal syndrome, pelvic inflammatory 
disease, pelvic congestion (vascular engorgement), frigidity, anorgasmia, dyspareimia, 
mptured fallopian tube, and Mittelschmerz. 

10 

Infectious Disease 

Albuniin fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention can be used to treat or detect infectious agents. For example, 
by increasing the inunune response, particularly increasing the proliferation and differentiation 

15 of B and/or T cells, infectious diseases may be treated. The immune response may be 
increased by either enhancing an existing immune response, or by initiating a new immune 
response. Alternatively, fusion proteins of the invention and/or polynucleotides encoding 
albumin fiisicm proteins of the invention may also directly inhibit die infectious agent, without 
necessarily eliciting an immune response. 
> 20 Vimses are one example of an infectious agent that can cause disease or symptoms 

tiiat can be treated or detected by albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention. Examples of viruses, 
include, but are not limited to Examples of viruses, include, but are not limited to the 
following DNA and RNA viruses and viral families: Arbovirus, Adenoviridae, Arenaviridae, 

25 Arterivirus, Bimaviridae, Bunyaviridae, Caliciviridae, Qrcoviridae, Coronaviridae, Dengue, 
EBV, HIV, Flaviviridae, Hepadnaviridae (Hepatitis), Heipesviridae (such as. 
Cytomegalovirus, Herpes Simplex, Herpes Zoster), Mononegavirus (e,g., Paramyxoviridae, 
Morbillivinis, Rhabdoviridae), Orfhomyxoviridae (e.g.. Influenza A, Influenza B, and 
parainfluenza), Papiloma virus, Papovaviridae, Parvoviridae, Picomaviridae, Poxviridae 

30 (such as Smallpox or Vaccinia), Reoviridae (e.g.. Rotavirus), Retroviridae (HTLV-I, HTLV- 
II, Lentiviras), and Togaviridac (e.g., Rubiviras). Virases falling within these families can 
cause a variety of diseases or symptoms, including, but not limited to: arthritis, bronchiollitis, 
respiratory syncytial virus, encephalitis, eye infections (e.g., conjunctivitis, keratitis), chronic 
fatigue syndrome, hepatitis (A, B, C, E, Chronic Active, Delta), Japanese B encephalitis, 

35 Junin, Chikungunya, Rift Valley fever, yellow fever, meningitis, opportunistic infections 
(e.g., AIDS), pneumonia, BurMtt's Lymphoma, chickenpox, hemorrhagic fever. Measles, 
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Mumps, Parainfluenza, Rabies, the conunon cold. Polio, leukemia. Rubella, sexually, 
transmitted diseases, skin diseases (e.g., Kaposi's, warts), and viremia. Albumin fusion 
proteins of the invention and/or polynucleotides encoding albumin fusion proteins of the 
invention, can be used to treat or detect any of these symptoms or diseases. In specific 
5 embodiments, fusion proteins of the invention and/or pol3mucleotides encoding albumin 
fusion proteins of the invention are used to treat: meningitis, Dengue, EBV, and/or hepatitis 
(e.g., hepatitis B). In an additional specific embodiment fusion proteins of the invention 
and/or polynucleotides encoding albumin fusion proteins of the invention are used to treat 
patients nonresponsive to one or more other conunercially available hepatitis vaccines. In a 

10 further specific embodiment fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention are used to treat AIDS. 

Similarly, bacterial and fungal agents that can cause disease or symptoms and that can 
be treated or detected by albumin fusion proteins of the invention and/or polynucleotides 
encoding albumin fusion proteins of the invention include, but not limited to, the following 

15 Gram-Negative and Gram-positive bacteria, bacterial families, and fungi: Actinomyces (e.g., 
Norcardia), Acinetobacter, Cryptococcus neofomians^ Aspergillus, Bacillaceae (e.g.. Bacillus 
anthrasis}^ Bacteroidts {e.g., Bacteroides frag Blastomycosis, Bordetella, Borrelia (e.g., 
BorreUa burgdorferi). Brucella, Candidia, Campylobacter, Chlamydia, Oostridium (e.g., 
Clostridium botulimim; Clostridium dificile^ Clostridium perfringens^ Clostridium tetani), 

20 Coccidioidesj Corynebacterium (e^g., Corynebacterium diptheriaeX Cryptococcus, 
Dermatocycoses, E. coli (e.g., Enterotoxigenic jB. coU and Enterohemorrhagic E. coli), 
Enterobacter (e.g. Enterobacter aerogenes), Enterobacteriaceae (Klebsiella, Salmonella (e.g., 
Salmonella typhi. Salmonella enteritidis. Salmonella typhi), Serratia, Yersinia, Shigella), 
Erysipelothrix, Haemophilus (e.g., Haemophilus influenza type B), Helicobacter, Legionella 

25 (e.g., Legionella pneumophila)^ Leptospira, Listeria (e.g.. Listeria monocytogenes)^ 
Mycoplasma, Mycobacterium {e.g.^ Mycobacterium leprae and Mycobacterium tuberculosis). 
Vibrio (e.g.. Vibrio cholerae), Neisseriaceae (e.g.. Neisseria gonorrhea. Neisseria 
memngitidis), Pasteurellacea, Proteus, Pseudomonas (e.g., Pseudomonas aeruginosa), 
Rickettsiaceae, Spirochetes (e.g., Treponema spp., Leptospira spp., Borreiia spp.). Shigella 

30 spp.. Staphylococcus (e.g.. Staphylococcus aureus), Meningiococcus, Pneumococcus and 
Streptococcus (e.g., Streptococcus pneumoniae and Groups A, B, and C Streptococci), and 
Ureaplasmas. These bacterial, parasitic, and fungal families can cause diseases or symptoms, 
including, but not limited to: antibiotic-resistant infections, bacteremia, endocarditis, 
septicemia, eye infections (e.g., conjunctivitis), uveitis, tuberculosis, gingivitis, bacterial 

35 diarrhea, opportunistic infections (e.g., AIDS related infections), paronychia, prosthesis- 
related infections, dental caries, Reiter's Disease, respiratory tract infections, such as 
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Whooping Cough or Empyema, sepsis, Lyme Disease, Cat-Scratch Disease, dysentery, 
paratyphoid fever, food poisoning, Legionella disease, chronic and acute inflammation, 
erythema, yeast infections, typhoid, pneumonia, gonorrhea, meningitis (e.g., mengitis types 
A and B), chlamydia, syphilhs, diphtheria, leprosy, brucellosis, peptic ulcers, anthrax, 
5 spontaneous abortions, birth defects, pneumonia, lung infections, ear infections, deafness, 
blindness, lethargy, malaise, vomiting, chronic diarrhea, Crohn's disease, cohtis, vaginosis, 
sterility, pelvic inflammatory diseases, candidiasis, paratuberculosis, tuberculosis, lupus, 
botulism, gangrene, tetanus, impetigo. Rheumatic Fever, Scarlet Fever, sexually transmitted 
diseases, skin diseases (e.g., cellulitis, dermatocycoses), toxemia, urinary tract infections, 

10 wound infections, noscomial infections. Albumin fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention, can be used to treat or 
detect any of these symptoms or diseases. In specific embodiments, fusion proteins of the 
invention and/or polynucleotides encoding albumin fusion proteins of the invention are used 
to treat: tetanus, diptheria, botulism, and/or meningitis type B. 

15 Moreover, parasitic agents causing disease or symptoms that can be treated, 

prevented, and/or diagnosed by fusion proteins of the invention and/or polynucleotides 
encoding albumin fusion proteins of the invention include, but not limited to, the following 
families or class: Amebiasis, Babesiosis, Coccidiosis, Cr/ptosporidiosis, Dientamoebiasis, 
Dourine, Ectoparasitic, Giardias, Helminthiasis* Leishmaniasis, Schistisoma, Theileriasis, 

20 Toxoplasmosis, Trypanosomiasis, and Trichomonas and Sporozoans (e.g., Plasmodiwn 
virax, Plasmodium falciparium, Plasmodium mcdariae and Plasmodium ovale). These 
parasites can cause a variety of diseases or symptoms, including, but not limited to: Scabies, 
Trombiculiasis, eye infections, intestinal disease (e.g., dysentery, giardiasis), liver disease, 
lung disease, opportunistic infections (e.g., AIDS related), malaria, pregnancy complications, 

25 and toxoplasmosis. Albumin fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention, can be used to treat, prevent, and/or diagnose any of 
these symptoms or diseases. In specific embodiments, fuaon proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention are used to treat, prevent, 
and/or diagnose malaria. 

30 Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 

fusion proteins of the invention could either be by administering an effective amount of an 
albumin fusion protein of the invnetion to the patient, or by removing cells from the patient, 
supplying the cells with a polynucleotide of the present invention, and returning the 
engineered cells to the patient (ex vivo therapy). Moreover, the albumin fusion proteins of 

35 the invention and/or polynucleotides encoding albumin fusion proteins of the invention can be 
used as an antigen in a vaccine to raise an immune response against infectious disease. 
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Re generation 

Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention can be used to differentiate, proliferate, and attract cells, 
5 leading to the regeneration of tissues. (See, Science 276:59-87 (1997)). The regeneration of 
tissues could be used to repair, replace, or protect tissue damaged by congenital defects, 
trauma (wounds, bums, incisions, or ulcers), age, disease (e.g. osteoporosis, osteocarthritis, 
periodontal disease, liver failure), surgery, including cosmetic plastic surgery, fibrosis, 
repeifusion injury, or systemic cytokine damage. 

10 Tissues that could be regenerated using the present invention include organs (e.g., 

pancreas, liver, intestine, kidney, skin, endothelium), muscle (smooth, skeletal or cardiac), 
vasculature (including vascular and lymphatics), nervous, hematopoietic, and skeletal (bone, 
cartilage, tendon, and ligament) tissue. Preferably, regeneration occurs without or decreased 
scarring. Regeneration also may include angiogenesis. 

15 Moreover, fusion proteins of the invention and/or polynucleotides encoding albumin 

fusion proteins of the invention, may increase regeneration of tissues difficult to heal. For 
example, increased tendon/ligament regeneration would quicken recovery time after damage. 
Albumin fusion proteins of the invention and/or polynucleotides encoding albumin fusion 
proteins of the invention could also be used prophylactically in an effort to avoid damage. 

20 Specific diseases that could be treated include of tendinitis, carpal tunnel syndrome, and ottier 
tendon or ligament defects. A fiutlier example of tissue regeneration of non-healing wounds 
includes pressure ulcers, ulcers associated with vascular insufficiency, surgical, and traumatic 
wounds. 

Similarly, nerve and brain tissue could also be regenerated by using fusion proteins of 
25 the invention and/or polynucleotides encoding albumin fusion proteins of the invention, to 
proliferate and differentiate nerve cells. Diseases that could be treated using this method 
include central and peripheral nervous system diseases, neuropathies, or mechanical and 
traumatic disorders (e.g., spinal cord disorders, head trauma, cerebrovascular disease, and 
stoke). Specifically, diseases associated with peripheral nerve injuries, peripheral neuropathy 
30 (e.g., resulting from chemotherapy or other medical therapies), localized neuropathies, and 
central nervous system diseases (e.g., Alzheimer's disease, Parkinson's disease, 
Huntington*s disease, amyotrophic lateral sclerosis, and Shy-Drager syndrome), could all be 
treated using the albumin fusion proteins of the invention and/or polynucleotides encoding 
albumin fusion proteins of the invention. 

35 
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Gastrointestina l Disorders 

Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention, may be used to treat, prevent, diagnose, and/or prognose 
gastrointestinal disorders, including inflaimnatory diseases and/or conditions, infections, 
5 cancers (e.g., intestinal neoplasms (carcinoid tumor of the small intestine, non-Hodgkin*s 
lymphoma of the small intestine, small bowl lymphoma)), and ulcers, such as peptic ulcers. 

Gastrointestinal disorders include dysphagia, odynophagia, inflammation of the 
esophagus, peptic esophagitis, gastric reflux, submucosal fibrosis and stricturing, Mallcny- 
Weiss lesions, leiomyomas, lipomas, epidermal cancers, adeoncarcinomas, gastric letenfion 

10 disorders, gastroenteritis, gastric atrophy, gastric/stomach cancers, polyps of die stomach, 
autoimmune disorders such as pernicious anemia, pyloric stenosis, gastritis (bacterial, viral, 
eosinophilic, stress-induced, chronic erosive, atrophic, plasma cell, and Menetrier's), and 
peritoneal diseases (e.g., chyloperioneum, hemoperitoneum, mesenteric cyst, mesenteric 
lymphadenitis, mesenteric vascular occlusion, panniculitis, neoplasms, peritonitis, 

15 • pneumoperitoneum, bubphrenic abscess,). 

Gastrointestinal disorders also include disorders associated with the small intestine, 
such as malabsorption syndromes, distension, irritable bowel syndrome, sugar intolerance, 
celiac disease, duodenal ulcers, duodenitis, tmpical sprue, Whipple's disease, intestinal 
lymphangiectasia, Crohn's disease, appendicitis, obstructions of die ileum, Meckel's 
. 20 diverticulum, multiple diverticula, failure of complete rotation of die snudl and large intestine, 
lymphoma, and bacterial and parasitic diseases (such as Traveler's diarrhea, typhoid and 
paratyphoid, cholera, infection by Roundworms (Ascariasis lumbricoides\ Hookworms 
(Ancylostoma duodenale\ Threadworms (Enterobius verrnicularis). Tapeworms (Taenia 
saginata^ Echinococcus granulosus^ Diphyllobothrium spp.^ and T. solium), 

25 Liver diseases and/or disorders include intrahepatic cholestasis (alagille syndrome, 

biliary liver cirrhosis), fatty liver (alcoholic fatty liver, reye syndrome), hepatic vein 
thrombosis, hepatolentricular degeneration, hepatomegaly, hepatopulmonary syndrome, 
hepatorenal syndrome, portal hypertension (esophageal and gastric varices), liver abscess 
(amebic liver abscess), liver cirrhosis (alcoholic, biliary and experimental), alcohoUc liver 
• 30 diseases (fatty liver, hepatitis, cirrhosis), parasitic (hepatic echinococcosis, fascioliasis, 
amebic liver abscess), jaundice (hemolytic, hepatocellular, and cholestatic), cholestasis, portal 
hypertension, liver enlargement, ascites, hepatitis (alcoholic hepatitis, animal hepatitis, 
chronic hepatitis (autoimmune, hepatitis B, hepatitis C, hepatitis D, drug induced), toxic 
hepatitis, viral human hepatitis (hepatitis A, hepatitis B, hepatitis C, hepatitis D, hepatitis E), 

35 Wilson's disease, granulomatous hepatitis, secondary biliary cirrhosis, hepatic 
encephalopathy, portal hypertension, varices, hepatic encephalopathy, primary biliaiy 
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cirrhosis, primary sclerosing cholangitis, hepatocellular adenoma, hemangiomas, bile stones, 
liver failure (hepatic encephalopathy, acute liver failure), and Uver neoplasms 
(angiomyolipoma, calcified liver metastases, cystic liver metastases, epithehal tumors, 
jRbrolamellar hepatocarcinoma, focal nodular hyperplasia, hepatic adenoma, hepatobihary 
5 cystadenoma, hepatoblastoma, hepatocellular carcinoma, hepatoma, liver cancer, liver 
hemangioendolhelioma, mesenchymal hamartoma, mesenchymal tumors of liver, nodular 
regenerative hyperplasia, benign fiver tumors (Hepatic cysts [Simple cysts, Polycystic liver 
disease, Hepatobifiaiy cystadenoma, Choledochal cyst], Mesench3motal tumors [Mesenchymal 
hamartoma, Infantile hemangioendolfaelioma. Hemangioma, Peliosis hepatis. Lipomas, 

10 Inflammatory pseudotumor, MisceUaneous], Epithelial tumors [Bile duct epithelium (Bile duct 
hamartoma, Bile duct adenoma), Hepatocyte (Adenoma, Focal nodular hyperplasia, Nodular 
regenerative hyperplasia)], malignant liver tumors [hepatocellular, hepatoblastoma, 
hepatocellular carcinoma, cholangiocellular, cholangiocarcinoma, cystadenocarcinoma, 
tumors of blood vessels, angiosarcoma, Karposi's sarcoma, hemangioendothelioma, other 

15 tumors, embryonal sarcoma, fibrosarcoma, leiomyosarcoma, rhabdomyosarcoma, 
carcinosarcoma, teratoma, carcinoid, squamous carcinoma, primary lymphoma]), peliosis 
hepatis, erythtohepatic porphyria, hepatic porphyria (acute intermittent porphyria, porphyria 
cutanea tarda), Zellweger syndrome). 

Pancreatic diseases and/or disorders include acute pancreatitis, chronic pancreatitis 

20 (acute necrotizing pancreatitis, alcoholic pancreatitis), neoplasms (adenocarcinoma of the 
pancreas, cystadenocarcinoma, insulinoma, gastrinoma, and glucagonoma, cystic neoplasms, 
islet-cell tumors, pancreoblastoma), and other pancreatic diseases (e.g., cystic fibrosis, cyst 
(pancreatic pseudocyst, pancreatic fistula, insufficiency)). 

Gallbladder diseases include gallstones (cholelithiasis and choledocholithiasis), 

25 postcholecystectomy syndrome, diverticulosis of the gallbladder, acute cholecystitis, chronic 
cholecystitis, bile duct tumors, and mucocele. 

Diseases and/or disorders of the large intestine include antibiotic-assodated colitis, 
diverticufitis, ulcerative colitis, acquired megacolon, abscesses, fungal and bacterial 
infections, anorectal disorders (e.g., fissures, hemorrhoids), colonic diseases (colitis, colonic 

30 neoplasms [colon cancer, adenomatous colon polyps (e.g., villous adenoma), colon 
carcinoma, colorectal cancer], colonic diverticulitis, colonic diverticulosis, megacolon 
[Hirschsprung disease, toxic megacolon]; sigmoid diseases [proctocolitis, sigmoin 
neoplasms]), constipation, Crohn's disease, diarrhea (infantile diarrhea, dysentery), duodenal 
diseases (duodenal neoplasms, duodenal obstruction, duodenal ulcer, duodenitis), enteritis 

35 (enterocolitis), HTV enteropathy, ileal diseases (ileal neoplasms, ileitis), immunoproliferative 
small intestinal disease, inflammatory bowel disease (ulcerative colitis, Crohn's disease). 
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intestinal atresia, parasitic diseases (anisakiasis, balantidiasis, blastocystis infections, 
cryptosporidiosis, dientamoebiasis, amebic dysentery, giardiasis), intestinal fistula (rectal 
fistula), intestinal neoplasms (cecal neoplasms, colonic neoplasms, duodenal neoplasms, ileal 
neoplasms, intestinal polyps, jejunal neoplasms, rectal neoplasms), intestinal obstruction 
5 (afferent loop syndrome, duodenal obstmction, impacted feces, intestinal pseudo-obstruction 
[cecal volvulus], intussusception), intestinal perforation, intestinal polyps (colonic polyps, 
gardner syndrome, peutz-jeghers syndrome), jejunal diseases (jejunal neoplasms), 
malabsorption s}mdromes (blind loop syndrome, celiac disease, lactose intolerance, short 
bowl syndrome, tropical sprue, Whipple's disease), mesenteric vascular occlusion, 

10 pneumatosis cystoides intestinalis, protein-losing enteropathies (intestinal lymphagiectasis), 
rectal (Useases (anus diseases, fecal incontinence, hemorrhoids, proctitis, rectal fistula, rectal 
prolapse, rectocele), peptic ulcer (duodenal ulcer, peptic esophagitis, hemorrhage, 
perforation, stomach ulcer, Zollinger-Ellison syndrome), postgastrectomy syndromes 
(dumping syndrome), stomach diseases (e.g., achlorhydria, duodenogastric reflux (bile 

15 reflux), gastric antral vascular ectasia, gastric fistula, gastric outlet obstruction, gastritis 
(atrophic or hypertrophic), gastroparesis, stomach dilatation, stomach diverticulum, stomach 
neoplasms (gastric cancer, gastric polyps, gastric adenocarcinoma, hyperplastic gastric 
polyp), stomach rupture, stomach ulcer, stomach volvulus), tuberculosis, viscerojptosis, 
vomiting (e.g., hematemesis, hyperemesis gmvidaram, postoperative nausea and vomiting) 

20 and hemonhagic colitis. 

Further diseases and/or disorders of the gastrointestinal system include biliary tract 
diseases, such as, gastroschisis, fistula (e.g., biliary fistula, esophageal fistula, gastric 
fistula, intestinal fistula, pancreatic fistula), neoplasms (e.g., biliary tract neoplasms, 
esophageal neoplasms, such as adenocarcinoma of the esophagus, esophageal squamous cell 

25 carcinoma, gastrointestinal neoplasms, pancreatic neoplasms, such as adenocarcinoma of the 
pancreas, mucinous cystic neoplasm of the pancreas, pancreatic cystic neoplasms, 
pancreatoblastc»na, and peritoneal neoplasms), esophageal disease (e.g., bullous diseases, 
candidiasis, glycogenic acanthosis, ulceration, barrett esophagus varices, atresia, cyst, 
diverticulum (e.g., Zenker's diverticulum), fistula (e.g., tracheoesophageal fistula), motility 

30 disorders (e.g., CREST syndrome, deglutition disorders, achalasia, spasm, gastroesophageal 
reflux), neoplasms, perforation (e.g., Boerhaave syndrome, Mallory-Weiss syndrome), 
stenosis, esophagitis, diaphragmatic hernia (e.g., hiatal hernia); gastrointestinal diseases, 
such as, gastroenteritis (e.g., cholera morbus, norwalk virus infection), hemorrhage (e.g., 
hematemesis, melena, peptic ulcer hemorrhage), stomach neoplasms (gastric cancer, gastric 

35 polyps, gastric adenocarcinoma, stomach cancer)), hernia (e.g., congenital diaphragmatic 
hernia, femoral hernia, inguinal hernia, obturator hernia, umbilical hernia, ventral hernia), and 
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intestinal diseases (e.g., cecal diseases (appendicitis, cecal neoplasms)). 
Chemotaxis 

5 Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 

fusion proteins of the invention may have chemolaxis activity. A chemotaxic niolecule> attracts 
or mobilizes cells (e.g., monocytes, fibroblasts, neutrophils, T-cells, mast cells, eosinophils, 
epithelial and/or endothelial cells) to a particular site in the body, such as inflanqmation, 
infection, or site of hyperprolif eration. The mobilized cells can tiien fight off and/or heal the 

10 particular trauma or abnormality. 

Albumin fusion proteins of the invention and/or polynucleotides encoding albumin 
fusion proteins of the invention may increase chemotaxic activity of particular cells. These 
chemotactic molecules can then be used to treat inflammation, infection, hyperproliferative 
disorders, or any immune system disorder by increasing the number of cells targeted to a 

15 particular location in the body. For example, chemotaxic molecules can be used to treat 
wounds and other trauma to tissues by attracting immune cells to the injured location. 
Chemotactic molecules of the present invention can also attract fibroblasts, which can be used 
to treat woimds. 

It is also contemplated that fusion proteins of the invention and/or polynucleotides 
20 encoding albumin fusion proteins of the invention may inhibit chemotactic activity. These 
molecules could also be used to treat disorders. Thus, fusion proteins of the invention and/or 
polynucleotides encoding albumin fusion proteins of the invention could be used as an 
inhibitor of chemotaxis. 

25 Binding Activity 

Albumin fusion proteins of the invention may be used to screen for molecules that 
bind to the Thempeutic protein portion of the fusion protein or for molecules to which the 
Therapeutic protein portion of the fusion protein binds. The binding of the fusion protein and 
the molecule ntiay activate (agonist), increase, inhibit (antagonist), or decease activity of the 

30 fusion protein or the molecule bound. Examples of such molecules include antibodies, 
oligonucleotides, proteins (e.g., receptors), or small molecules. 

Preferably, the molecule is closely related to the natural ligand of the Therapeutic 
protein portion of the fusion protein of the invention, e.g., a fragment of the ligand, or a 
natural substrate, a ligand, a structural or functional mimetic. (See, Coligan et al.. Current 

35 Protocols in Immunology l(2):Chapter 5 (1991)). Similarly, the molecule can be closely 
related to the natural receptor to which the Therapeutic protein portion of an albumin fusion 
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protein of the invention binds, or at least, a fragment of the receptor capable of being bound 
by the Therapeutic protein portion of an albumin fusion protein of the invention (e.g., active 
site). In either case, the molecule can be rationally designed using known techniques. 

Preferably, the screening for these molecules involves producing appropriate cells 
5 which express the albumin fusion proteins of the invention. Preferred cells include cells from 
manmials, yeast, Drosophila, or E. colL 

The assay may simply test binding of a candidate compound to an albumin fusion 
protein of Ifae invention, wherein binding is detected by a label, or in an assay involving 
competition with a labeled competitor. Further, the assay may test whether the candidate 

10 compound results in a signal generated by binding to the fusion protein. 

Alternatively, the assay can be carried out using cell-free preparations, frision 
protein/molecule affixed to a solid support^ chemical libraries, or natural product mixtures. 
The assay may also simply comprise the steps of mixing a candidate compound with a 
solution containing an alburadn fusion protein, measuring fusion protein/molecule activity or 

15 binding, and comparing the fusion protein/molecule activity or binding to a standard. • 

Preferably, an ELISA assay can measure fusion protein level or activity in a sample 
(e.g., biological sample) using a monoclonal or polyclonal antibody. The antibody can 
measure fusion protein level or activity by either binding, directiy or indirectiy, to the albumin 
fusion protein or by competing with the albumin fusion protein for a substrate. * 

20 Additionally, the receptor to which a Therapeutic protein portion of an albumin fusion 

protein of the invention binds can be identified by numerous methods known to those of skill 
in the art, for example, ligand panning and FACS sorting (Coligan, et aL, Current Protocols 
in Immun., 1(2), Chapter 5, (1991)). For example, in cases wherein the Therapeutic protein 
portion of the fusion protein corresponds to FGF, expression cloning may be employed 

25 wherein polyadenylated RNA is prepared from a cell responsive to the albumin fusion 
protein, for example, NIH3T3 cells which are known to contain multiple receptors for the 
FGF family proteins, and SC-3 cells, and a cDNA litwrary created from this RNA is divided 
into pools and used to transfect COS cells or otiier ceUs that are not responsive to the albumin 
fusion protein. Transfected cells which are grown on glass slides are exposed to the albumin 

30 fusion protein of the present invention, after they have been labeled. The albumin fusion 
proteins can be labeled by a variety of means including iodination or inclusion of a recognition 
site for a site-specific protein kinase. 

Following fixation and incubation, the slides are subjected to auto-radiographic 
analysis. Positive pools are identified and sub-pools are prepared and re-transfected using an 

35 iterative sub-pooling and re-screening process, eventually yielding a single clones that 
encodes the putative receptor. 
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